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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:883028 CAPLUS 
139:358808 

Pharmaceutical compositions for prophylactic and 
therapeutic treatment of 
diseases associated with a4 
integrin-mediated cell adhesion 

Kawaguchi, Takayuki; Nomura, Sumihiro; Tsukumoto, 

Mikiko; Kume, Toshiyuki; Sircar, Ila 

Tanabe Seiyaku Co., Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 18 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



PATENT NO. 



JP 2003321358 
PRIORITY APPLN. INFO.: 



KIND DATE 



A2 



20031111 



APPLICATION NO. 

JP 2003-51054 
JP 2002-51561 



DATE 



20030227 
20020227 



OTHER SOURCE (S) : 



MARPAT 139:358808 



Searcher : Shears 571-272-2528 
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GI 




AB Title compns . , useful for treatment of rheumatoid 

arthritis, asthma, allergy, inflammatory colon disease, multiple 
sclerosis, etc., contain phenylalanines I [XI, X2 = halo; Q = CH2, 
(CH2)2; Y = Cl-6 alkyl; R = H, ester residue] or their pharmacol. 
acceptable salts as active ingredients. Thus , N- (2, 6-dichlorobenzoyl ) - 
4- (2, 6-dimethoxy-4-n-propyloxymethylphenyl) -L-phenylalanine inhibited 
a4p7 integrin-mediated cell adhesion using RPMI8866 cell 
line with IC50 of 1.4 nM. 

IT 402567-05-9P 402567-08-2P 402567-10-6P 
402567-12-8P 402567-14-0P 402567-17-3P 
402567-19-5P 402567-20-8P 402567-23-1P 
402567-26-4P 402567-28-6P 402567-29-7P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of phenylalanines for treatment of diseases 
associated with a4 integrin-mediated cell adhesion) 
IT 232276-71-0P 232276-72-1P 402567-40-2P 
402567-45-7P 402567-46-8P 402567-48-0P 
402567-49-1P 402567-50-4P 402567-53-7P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); 

RACT (Reactant or reagent) 

(preparation of phenylalanines for treatment of diseases 
associated with cc4 integrin-mediated cell adhesion) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



2003:1275 CAPLUS 
138:55866 

Preparation of indole derivatives as phospholipase 
enzyme inhibitors for treatment of 
inflammatory conditions 

Seehra, Jasbir S.; McKew, John C. ; Lovering, 
Frank; Bemis, Jean E. ; Xiang, Yibin; Chen, Lihren; 
Knopf, John L. 
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PATENT ASSIGNEE (S) 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Genetics Institute, LLC, USA 

U.S., 57 pp., Cont , -in-part of U. 

256, 062, abandoned. 

CODEN: USXXAM 

Patent 

English 

1 



Ser. No. 



PATENT NO. 



US 6500853 
PRIORITY APPLN. INFO. 



KIND 
Bl 



DATE 

20021231 



APPLICATION NO. 

US 2000-686616 
US 1998-113674P 



DATE 



20001011 
19980228 



US 1999-256062 



B2 19990224 



OTHER SOURCE (S) 
GI 



MARPAT 138:55866 





AB Title compds. I [wherein Rl and R6 = independently H, halo, CF3, 

alkyl, alkylthio, alkoxy, CN, N02, NH2, Ph, OPh, SPh, CH2Ph, OCH2Ph, 
SCH2Ph, or (un) substituted amido, carbamido, sulfonyl, etc.; R2 = H, 
halo, CF3, OH, alkyl, alkoxy, CHO, CN, N02, (un) substituted amino, or 
alkylsulfonyl; R3 = C02H, OP03H2, S03H, etc.; R4 = H, CF3, alkyl, 
alkoxy, (alkyl ) cycloalkyl, CHO, halo, etc.; R5 = alkyl, alkoxy, 
(alkyl) cycloalkyl, etc.; and pharmaceutically acceptable salts 
thereof] were prepared as phospholipase enzyme inhibitors. For example, 
5-nitroindole was C3-alkylated (55%) with Me 4- (bromomethyl ) -3- 
methoxybenzoate in dioxane, N-alkylated (57%) with 1-iodopropane in a 
solution of THF and NaH, and converted to the amine (80%) by 
hydrogenation using Pt/C. The amine was converted to the carbamate 
(39%) by addition of cyclopentyl chlorof ormate in CH2C12 and 
4-methylmorpholine, and the resultant ester was hydrolyzed to yield II 
(71%). The latter inhibited cytosolic phospholipase A2 (cPLA2) by 50% 
at a concentration of 170 uM in a coumarin assay and reduced footpad volume 
by 16.61% at a dose of 5 mg/Kg IV in a carrageenan-induced footpad 
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edema test on rats. Thus, I are useful for treatment of 
inflammatory conditions, such as arthritis, inflammatory bowel 
disease, and asthma (no data) . 
IT 241498-60-2, Glycine, N- [4- [ [6-chloro-l- (diphenylmethyl ) -1H- 
indol-3-yl ] methyl ] -3-methoxybenzoyl] -, ethyl ester 
RL: RCT (Reactant) ; RACT (Reactant or reagent). 

(preparation of indole derivs. as phospholipase enzyme inhibitors for 
treatment of inflammatory conditions) 
REFERENCE COUNT: 83 THERE ARE 83 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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ACCESSION NUMBER: 
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TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
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FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:275961 CAPLUS 
136:310177 

Preparation of novel phenylalanine derivatives as 
inhibitors of integrin cc4 

Suzuki, Nobuyasu; Yoshimura, Toshihiko; Izawa, 

Hiroyuki; Sagi, Kazuyuki; Makino, Shingo; 

Nakanishi, Eiji; Murata, Masahiro; Tsuji, Takashi 

Ajinomoto Co., Inc., Japan 

PCT Int. Appl., 95 pp. 

CODEN: PIXXD2 

Patent 

Japanese 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2002028830 




Al 




20020411 




WO 2001- 


JP8489 




20010928 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 






LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 






NO, 


NZ, 


PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 






TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz, 


VN, 


YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 






KZ, 


MD, 


RU, 


TJ, 


TM 
























RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 






CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 






TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 






TD, 


TG 




























AU 


2001090303 




A5 




20020415 




AU 2001- 


90303 




20010928 


EP 


1323711 






Al 




20030702 




EP 2001- 


970268 




20010928 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 






PT, 


IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 










US 


2003220318 




Al 




20031127 




US 2003- 


402006 




20030331 



PRIORITY APPLN. INFO. 



JP 2000-299490 



A 20000929 



JP 2001-41885 



A 20010219 



WO 2001-JP8489 



W 20010928 



OTHER SOURCE (S) 
GI 



MARPAT 136:310177 
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Specific phenylalanine derivs . (I) or pharmaceutically acceptable 

salts thereof [A = Q, Ql, Q2; X = CO, CR3R4; Y = bond, CR5R6, CR7:CR8, 

lower alkyl chain optionally containing 1 or 2 of 0, S, or aromatic ring in 

the chain; Z = CR9R10, CR11R12CR13R14 , lower alkyl or C2-3 alkylene 

chain optionally containing 1 or 2 of 0, S, or aromatic ring in the chain; 

- R14, Rl 1 , R2' = H, lower alkyl, alkenyl, alkynyl, or cycloalkyl 

optionally containing a hetero atom in the ring, aryl, heteroaryl, 

cycloalkyl (optionally containing a hetero atom) -lower alkyl or -lower 

alkoxy, aryl-lower alkyl, heteroaryl-lower alkyl, lower alkoxy, lower 

alkoxycarbonyl, lower alkylcarbonyl, cyano,N02, lower alkylsulf onyl, 

lower alkylsulfonylamino, etc.; B = HO, lower alkoxy, hydroxyamino; E 

= H, lower alkyl, alkenyl, or alkynyl, cycloalkyl (optionally containing a 

hetero atom in the ring) -lower alkyl, aryl-lower alkyl, 

heteroaryl-lower alkyl; D = lower alkyl, alkenyl, or alkynyl, lower 

alkoxy, hydroxyamino; E = H, lower alkyl, alkenyl, or alkynyl, 

cycloalkyl (optionally containing a hetero atom in the ring) -lower alkyl 

or -lower alkoxy, aryl-lower alkyl, heteroaryl-lower alkyl, lower 

alkoxy, aryl-lower alkoxy, heteroaryl-lower alkoxy, etc.; T = bond, 

COP, SO, S02, NHCO, NHCS, CH2C0, CHrCHCO; J, CP = H, halo, lower 

alkyl, lower alkoxy, N02] are prepared These compds . have an effect of 

inhibiting a4 integrin and, therefore, are useful as remedies or 

preventives for inflammatory diseases wherein the a4 

integrin-dependent adhesion process participates in the pathol . 

conditions, for example, rheumatoid arthritis, inflammatory 

intestinal diseases, systemic lupus erythematosus, multiple sclerosis, 

Sjogren's disease, asthma, psoriasis, allergy, diabetes, 

cardiovascular diseases, arteriosclerosis, restenosis, tumor 

proliferation, tumor metastasis, and rejection in transplantation. 

Thus, a mixture of 2 , 6-dichloro-4- ( 5-tetrazolyl ) benzoic acid 35, 

1- (3-dimethylaminopropyl) -3-ethylcarbodiimide hydrochloride 30, 

1-hydroxybenzotriazole monohydrate 23, Et3N 15, and 

(2S) -2-amino-3- [4- ( 4-methyl-l, 3-dioxo-l, 3-dihydroisoindol-2- 

yl) phenyl] propionic acid Et ester hydrochloride 35 mg in 5 mL CH2C12 

was stirred at room temperature for 3 days, followed by treatment 
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with a mixture of 4 N HCl/dioxane and H20 to (2S) -2- ( (2, 6-dichloro-4- (5- 
tetrazolyl) benzoyl) amino) -3- [4- ( 4 -methyl- 1, 3-dioxo-l , 3-dihydroisoindol- 
2-yl)phenyl]propionic acid (II) , II in vitro inhibited the binding of 
VCAM-1 to human T-cell Jurkat expressing integrin ct4pi and 
that of VCAM-1 to human lymphoma B cell expressing integrin 
ct4(37 with IC50 of 0.0059 and 0.00055 pM, resp. 
IT 409127-28-2P 409127-29-3P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation of phenylalanine derivs. as inhibitors of integrin ct4 
and remedies or preventives for inflammatory diseases) 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
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PATENT INFORMATION: 



2001:232516 CAPLUS 
134:275760 

Medicine compositions for treatment of 
integrin ct4-mediated cell 
adhesion-associated diseases 

Sircar, Ila; Gudmundsson, Kristjan S.; Martin, 
Richard 

Tanabe Seiyaku Co., Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 88 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



PATENT NO. 



JP 2001089368 
PRIORITY APPLN. INFO. 



KIND 
A2 



DATE 

20010403 



APPLICATION NO. 

JP 2000-216898 
JP 1999-204581 



DATE 



20000718 
19990719 



OTHER SOURCE (S) 
GI 



MARPAT 134:275760 




AB The medicine compns . (I; A = aromatic hydrocarbon ring; Q = binding 

linkage; N = 0, 1, 2; W = 0, S, -CH=CH-, -N=CH- ; Z = O, S; Rl, R2, R3 
= H, halogen, (substituted) low alkyl; R4 = tetrazolyl, carboxyl, etc.; 
R5 = H, nitro, ( substituted) amino, OH low alkanoyl, etc.; R6 = 
(substituted) phenyl, etc.) and their Pharmacol: acceptable salts are 
claimed for treatment of integrin 4-mediated cell 
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IT 



adhesion-associated diseases, including asthma, diabetes, 
rheumatoid arthritis, inflammatory bowel disease, and 

digestive tract and other diseases associated with leukocyte infiltration 
in the epithelium (e.g. skin, urethra, bronchiole, synovial membrane 
and transplanted kidney, liver, heart, blood vessel, and nerve 
tissues, and pancreas and other diseases including psoriasis, atopic 
dermatitis, contact dermatitis, systemic lupus erythematosus, etc.). 
I were prepared, and their inhibitory effects on cell adhesion were 
tested in vitro. 

232274-09-8P 232274-27-0P 232274-28-1P 
232274-31-6P 232275-24-0P 232275-26-2P 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(phenylalanine analogs as medicine compns . for treatment 
of integrin cc4-mediated cell adhesion-associated diseases) 
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1998:721702 CAPLUS 
129:330743 

Preparation of phosphodiesterase 4-inhibiting 

[1, 4] diazepino [6, 7, 1-hi] indol-4-ones 

Pascal, Yves; Burnouf, Catherine; Gaudilliere, 

Bernard; Jacobelli, Henry; Calvet, Alain; Payne, 

Adrian; Dahl, Svein Gunwald 

Jouveinal, Fr. 

PCT Int. Appl., 79 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 


WO 


9849169 






Al 




19981105 




WO 1998- 


EP2827 




19980430 




W: AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, BY, 


CA, 


CH, 


CN, 


CU, CZ, 




DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GE, 


GH, 


GM, GW, 


HU, 


ID, 


IL, 


IS, JP, 




KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, LT, 


LU, 


LV, 


MD, 


MG, MK, 




MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, SD, 


SE, 


SG, 


si, 


SK, SL, 




TJ, 


TM, 


TR, 


TT, 


UA, 


UG, 


US, 


UZ, 


VN, YU, 


ZW, 


AM, 


AZ, 


BY, KG, 




KZ, 


MD, 


RU, 


TJ, 


TM 




















RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


sz, 


UG, 


ZW, AT, 


BE, 


CH, 


CY, 


DE, DK, 




ES, 


EI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, NL, 


PT, 


SE, 


BF, 


BJ, CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


ML, 


MR, 


NE, 


SN, TD, 


TG 








FR 


2762841 






Al 




19981106 




FR 1997- 


5422 






19970430 


FR 


2762841 






Bl 




19990702 














HR 


980231 






Bl 




20020630 




HR 1998- 


980231 




19980429 


CA 


2278217 






AA 




19981105 




CA 1998- 


2278217 




19980430 


AU 


9877652 






Al 




19981124 




AU 1998- 


77652 




19980430 


ZA 


9803704 






A 




19991025 




ZA 1998- 


3704 






19980430 


EP 


980374 






Al 




20000223 




EP 1998- 


925598 




19980430 


EP 


980374 






Bl 




20030212 
















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, 


LU, 


NL, 


SE, MC, 




PT, 


IE, 


SI, 


LT, 


LV, 


FI, 


RO 














BR 


9809429 






A 




20000613 




BR 1998- 


9429 






19980430 


NZ 


337589 






A 




20001027 




NZ 1998- 


337589 




19980430 



Searcher 
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JP 2001522367 T2 20011113 

AT 232534 E 20030215 

ES 2190083 T3 20030716 

US 6239130 Bl 20010529 
PRIORITY APPLN. INFO. : 



JP 1998-546624 
AT 1998-925598 
ES 1998-925598 
US 1999-380883 
FR 1997-5422 



19980430 
19980430 
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19991110 
19970430 



OTHER SOURCE (S) 
GI 



MARPAT 129:330743 




WO 1998-EP2827 



W 19980430 



AB The title compds . [I; A = H, Cl-4 alkyl, alkoxy, OH, N02, 

(un) substituted NH2, etc.; B = alkyl, CH20M, CH202C (CH2 ) a (CO) bYlY2, 
(CH2)cC02M; Yl = (VCH2CH2)c, NHCHR(CO); M = alkyl, H; V = NH, O; R = 
residue of a natural ot-amino acid with the C atom to which it is 
linked having a (R) or (S) configuration; Y2 = H, OH, OMe, 
4-morpholinyl; a = 1, 2; b = 0, 1; c = 0-2; XI, X2 = H, alkyl, halogen 
, CN, (un) substituted 5-tetrazolyl, etc.; Z = CH when Zl and Z2 are CH 
or N, Z = N when Zl and Z2 are CH] , useful in the treatment 
of phosphodiesterase 4-mediated diseases [e.g., asthma, atopic 
dermatitis, rheumatoid arthritis, inflammatory bowel 

disorders, pulmonary hypertension, liver injury, bone loss, etc. (all 
no data)],, are prepared and I-containing formulations presented. Thus, 
( 3R) -3-amino-l-phenyl-6, 7-dihydro-3H- [1,4] diazepino [6,7, 1-hi] indol-4- 
one was reacted with 2-acetamidobenzoic acid in the presence of 
0-[ (ethoxycarbonyl) cyanomethylamino] -N, N, N 1 , N 1 -tetramethyluronium 
tetrafluoroborate, and the intermediate reacted with 

1, 1, 1-trimethoxye thane and cyclized, producing ( 3S ) -3- (2-methyl-4-oxo- 
4H-quinazolin-3-yl) -l-phenyl-6, 7-dihydro-3H- [ 1, 4] diazepino [ 6, 7, 1- 
hi] indol-4-one which demonstrated a phosphodiesterase 4-inhibiting 
activity of 0.448 (using an enzyme preparation from the U937 cell line), 
vs. 0.792 for rolipram. 
IT 215105-57-OP 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of phosphodiesterase 4-inhibiting [ 1, 4 ] diazepino [ 6, 7 , 1- 
hi] indol-4-ones) 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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Inhibition of matrix metalloproteases by 

substituted phenalkyl compounds 

Wolanin, Donald J. 

Bayer Corp. , USA 
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Patent 
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PATENT NO. 



US 5804581 
PRIORITY APPLN. INFO. 



KIND 
A 



DATE 
19980908 



APPLICATION NO. 

US 1997-856696 
US 1997-856696 



DATE 



19970515 
19970515 



OTHER SOURCE (S) : 
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MARPAT 129:230536 




AB Matrix metalloprotease inhibiting compds . , pharmaceutical compns . 
thereof and a method of disease treatment using such compds. 
are presented. The compds., i.e. 2-phenylalkyl-4- ( 1, 1 ' -biphenyl-4-yl ) - 
3-oxobutyric acid, of the invention have the generalized formula [I; T 
= halo, benzyloxy, Cl-5 alkoxy; p = 1,2; n = an integer of 1-5; R24 = 
morpholinocarbonyl , N- ( 2-morpholinoe thyl ) carbamoyl , 
N- (3-phenylpropyl) carbamoyl, N- (2-phenylethyl) carbamoyl, 
N- ( 2-ethoxycarbonylethyl ) carbamoyl , N- ( ethoxycarbonylmethyl ) carbamoyl , 
N- (2-carboxyethyl) carbamoyl, etc.]. These compds. are useful for 
inhibiting matrix metalloproteases and, therefore, combating 
conditions to which MMP 1 s contribute, such as osteoarthritis, 
rheumatoid arthritis, septic arthritis, periodontal disease, 
corneal ulceration, proteinuria, aneurysmal aortic disease, 
dystrophobic epidermolysis, bullosa, conditions leading to 
inflammatory responses, osteopenias mediated by MMP activity, tempera 
mandibular joint disease, demyelating diseases of the nervous system, 
tumor metastasis or degenerative cartilage loss following traumatic 



Searcher : Shears 571-272-2528 



10/759881 



joint injury, and coronary thrombosis from atherosclerotic plaque 
rupture. The present invention also provides pharmaceutical compns . 
and methods for treating such conditions. 

Palladium-mediated carbonylation of 4- ( 3-iodophenyl ) butyric acid 
derivative (II; R = iodo) by carbon monoxide and piperidine as the 
nucleophile in the presence of Pd(OAc)2 and 1,3- 

bis (diphenylphosphino) propane in DMSO gave the title compound II 
(piperidine-l-carbonyl) , which inhibited MMP-3, MMP-9, and MMP-2 with 
Ki of 12.5, 102, and 4.44 nM, resp. 
IT 199674-64-1P 199674-74-3P 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of phenylalkyl (biphenylyl ) oxobutyric acid derivs. as 
inhibitors of matrix metalloproteases for treating matrix 
metalloproteases-associated diseases ) 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 

RE FORMAT 
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Antirheumatic agents. II. Novel 
methotrexate derivatives bearing in 
alkyl-substituted benzene ring 

Matsuoka, Hiroharu; Maruyama, Noriaki; Suzuki, 
Hiroshi; Kuroki, Toshio; Tsuji, Keiichiro; Kato, 
Nobuaki; Ohi, Nobuhiro; Mihara, Masahiko; Takeda, 
Yasuhisa; Yano, Keiichi 

Fuji-Gotemba Lab., Chugai Pharm. Co. Ltd., 
Shizuoka, 412, Japan 

Chemical & Pharmaceutical Bulletin (1996), 44(12), 
2287-2293 

CODEN: CPBTAL; ISSN: 0009-2363 
Pharmaceutical Society of Japan 
Journal 
English 




AB Novel methotrexate (MTX) derivs. I (R1-R3 = H, Me, etc.; n = 1-2) with 
either a mono- or dialkyl-substituted benzene rings were synthesized 
and initially tested for in vitro anti-prolif erative activities using 
human peripheral blood mononuclear cells (hPBMC) derived from healthy 
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volunteers and synovial cells (hSC) derived from patients with 
rheumatoid arthritis (RA) . Compds . with 

potent activities were further evaluated in an in vivo adjuvant 
arthritis model. In comparison with MTX, a glutamate derivative I (Rl 
Me, R2 = Me, R3 = H, n = 1) was more potent as a suppressor of the in 
vitro cell proliferation and in vivo exptl. arthritis. Homoglutamate 
derivative, I (Rl = Me, R2 = Me, R3 = H, n = 2), exhibited fairly good 
activities in vitro and considerable activity in vivo in a 
dose-dependent manner. As expected, I (Rl = Me, R2 = Me, R3 = H, n = 
2) did not act as a substrate for f olylpolyglutamate synthetase 
(FPGS), and thus did not undergo polyglutamation, which is thought to 
be responsible for side-effects that occur during MTX therapy 

IT 126632-37-9P 126632-47-1P 153304-23-5P 
153304-25-7P 153304-32-6P 153304-41-7P 
153304-47-3P 153304-48-4P 153304-51-9P 
153304-62-2P 153304-63-3P 186810-07-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation of methotrexate derivs . as antirheumatic drugs) 
REFERENCE COUNT: 9 THERE ARE 9 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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Antirheumatic agents. I. Novel 

methotrexate derivatives bearing an indoline 

moiety 

Matsuoka, Hiroharu; Kato, Nobuaki; Tsuji, 
Keiichiro; Maruyama, Noriaki; Suzuki, Hiroshi; 
Mihara, Masahiko; Takeda, Yasuhisa; Yano, Keiichi 
Fuji-Gotemba Lab., Chugai Pharmaceutical, Co., 
Ltd., Shizuoka, 412, Japan 

Chemical & Pharmaceutical Bulletin (1996), 44(7), 
1332-1337 

CODEN: CPBTAL; ISSN: 0009-2363 
Pharmaceutical Society of Japan 
Journal 
English 




AB Various novel methotrexate (MTX) derivs. I (R = CH2NHCOC6H4R1 , 

CH2C02H, S03H, C02H; Rl = 2-, 3-, or 4-C02H) bearing an indoline 
moiety were synthesized and tested for biol. activities using human 
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IT 



peripheral blood mononuclear cell and human synovial cells derived 
from patients with rheumatoid arthritis. Compds . having 
potent activity in vitro were further evaluated using an adjuvant 
arthritis model in vivo. I (R = C02H) showed more potent activities 
than MTX in vitro and in vivo, and I (R = CH2C02H) exhibited fairly 
good activities in vitro and considerable activity in vivo. I (R= 
CH2C02H) was, as expected, not sensitive to f olyl-polyglutamate 
synthetase and did not undergo polyglutamation, a process which may be 
responsible for a side-effect during MTX therapy. 
142165-64-8P 142165-65-9P 142166-12-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation of antirheumatic methotrexate derivs . bearing an 

indoline moiety) 
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Rl R2 




(CH 2 ) D R 5 



AB The title compds . [I; X = (CH2)nC02H, 0(CH2)mC02H, (CH2 ) nO (CH2 ) mC02H, 
CONH(CH2)mC02H, CH(OZ)C02H, CH(Z)C02H, (CH2)nS03H / (CH2 ) nP03DlD2, 
NH(CH2)mC02H / CONH (CHR6) C02H, l-H-tetrazolyl-5^alkyl, OH; Rl, R2 = H, 
alkyl, halo, OZ, N02, NH2, NHZ; R3 = H, halo, alkyl, OZ, NHZ; R4 = H, 
halo, alkyl, OH, hydroxyl-O-sulf ate, OZ; R5 = HO, cyano, N3, NH2, 
NHNH2, NE1E2, NHE1, NHCO (CH2 ) nC02H, S ( CH2 ) mC02H, NHCHNHNH2 ; R6 = H, 
alkyl, aralkyl, hydroxyalkyl, aminoalkyl, alkyl, carboxylic acid, 
alkyl carboxamide; wherein n = 0-6; m = 1-6; p = 0-6; b = 0-2; Z = 
alkyl, aryl or aralkyl; Dl, D2 = H, alkyl; El = alkyl, (CH2)8C02H; E2 
= alkyl] and the pharmaceutical^ acceptable salts, esters, amides, 
and prodrugs thereof are prepared This invention also relates to 
methods of inhibiting the binding of E-selectin and/or P-selectin to 
sialyl-Lewisx or sialyl-Lewisa presented on a cell surface using said 
compds. and to pharmaceutically active compns . comprising compds. that 
inhibit the binding of E-selectin to sialyl-Lewisx and to methods of 
treatment of septic shock, adult respiratory distress syndrome 
(ARDS), Crohn's disease, chronic inflammatory diseases, such as 
psoriasis and rheumatoid arthritis, and reperfusion injuries 
that occur following heart attacks, strokes and organ transplants (no 
data) . Thus, . 

IT 171905-67-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation of biphenylyl monosaccharide glycosides as inhibitors c 
binding of E-selectin or P-selectin to sialyl Lewisx or 
sialyl-Lewisa) 
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H2N 



N^ 



s4> 



N 



, CH2CHRXNHCH ( C02 H ) CH2 CH2CO2H 




III 



AB There is disclosed certain heteroaroyl 10-deazaaminopterin (I; X = one 
of II or III; R = H or alkyl, alkenyl, or alkynyl have from 1 to 8 C 
atoms) and 5,10- and 8 , 10-dideazaminopterin compds . and their use for 
treatment of rheumatoid arthritis and related 

diseases and preparative process. Also disclosed are 10-alkenyl (and 
alkynyl) -10-deazaminopterins for treatment of 
rheumatoid arthritis and for leukemia and ascites tumors and 
preparative process. Antiarthritic activity in mice was 
assessed by visually observed presence of inflammation and 
caliper-measured degree of paw swelling: the number of mice affected by 
disease was considerably decreased by administration of I (e.g., 4/8 
affected, 2.19-2.35 paw thickness vs. 41/43 affected, 2.29-2.73 paw 
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IT 



thickness for 10-allyl-lO-deazaaminopterin at 12 mg/kg dose) . Growth 
inhibition of leukemia cells (IC50 nM) : 10-allyl-10-deazaaminopterin 
(4.30), 10-propargyl-lO-deazaaminopterin (2.0) *. Antitumorigenic 
affect of 10-propargyl-10-deazaaminopterin: at 36 mg/kg, total 
suppression of growth of tumor at 14 and 21 day post- treatment 
points. Pharmaceutical formulations are given. 
146464-94-0P 162368-25-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(heteroaroyl 10-deazaaminopterin compds . and use for 
rheumatoid arthritis and other proliferative diseases) 
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Patent 
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AB Pteridine derivs . [I; Rl = CH2 , CH2CH2, CH20, CH2S, CH2SO; R2 = H, 

Cl-4 alkyl, benzyl; n = 1-4, R3 = COOR4, NHCOR5, CONR6N7, P03H2, S03H; 
R4 = H, Cl-4 alkyl; R5 = (un) substituted Ph; R6 = H, Cl-4 alkyl; R7 = 
H, Cl-4 alkyl, Ph, etc] are prepared for treatment of 
rheumatism. For example, I (Rl = CH2, R2 = H, n = 2, R3 = COOH) was 
prepared and tested for its antirheumatism activity by determining 
the inhibitory activity against lymph proliferation in vitro. 

IT 142165-64-8P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation and decarbobenzoxylation of) 
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142165- 65-9P 142166-10-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation and reaction of, with (bromomethyl ) diaminopteridine) 

142166- 12-9P 142166-32-3P 142166-34-5P 
156578-93-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of, for treatment of rheumatism) 
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Deazaaminopterins for treatment of 
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Patent 
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N" 



NH2 R 1 R 2 C02H 

' • II 

. CH2AXNHCHCH2 CH2 C02 H 



H2N' 



AB The title compds . I (A = CH, N; Rl, R2 = H, alkyl, alkenyl, alkynyl; X 
= l,4-C6H4CO, heterocyclylcarbonyl) , useful in the treatment 
of inflammatory diseases such as rheumatoid arthritis, are 
prepared and I-containing formulations presented. Thus, 
N- [5- [ [ (2, 4-diaminopyrido [2, 3-d] pyridin-6-yl) methyl] amino] thiophene-2- 
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IT 



carbonyl] -L-glutamic acid was prepared from 6- (bromomethyl ) -2, 4- 
diaminopyrido [ 2 , 3-d] pyrimidine . 
153802-63-2 153802-68-7 

RL: RCT (Reactant) ; RACT (Reactant or reagent). 

(preparation as intermediate in preparation of deazaaminopterine 

antiinflammatory agents) 
13726-52-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reactant, in preparation of deazaaminopterins antiinflammatory agents) 
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AB The title compds . I [Rl = mono- or disubstituted 4-quinolyl, 

4-pyridyl, 1-imidazolyl, 1-benzimidazolyl, 4-pyrimidinyl; R2 = mono- 
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or disubstituted Ph; R3 = (X) r (Q) s (Y) t ; Q = alkenyl, alkynyl, 
cycloalkyl, cycloalkenyl, heterocyclic, etc.; X = H, (un) substituted 
alkylene, (un) substituted NH, O, S, (0)m; m = 0-2; Y = H, Cl-10 alkyl, 
halo-substituted Cl-10 alkyl, halogen, etc.; r, s = 0,1; t = 0-3: R4 = 
H, Cl-4 alkyl, C2-10 alkenyl, C2-10 alkynyl, C3-7 cycloalkyl, C5-7 
cycloalkenyl, heterocyclic, etc.], which have cytokine suppressive and 
antiinflammatory properties and are capable of inhibiting cytokines 
such as IL-1, IL-6, IL-8, and tissue necrosis factor, are prepared and 
are useful in the treatment of cytokine-mediated diseases. 
Thus, I (Rl = 4-pyridyl, R2 = 4-FC6H4, R3 = Ph, R4 = H) (II) was 
prepared from phenylglycine in 5 steps and II demonstrated 50% 
inhibitory concentration for production of tissue necrosis factor by 

monocytes of 

0.5-3.5 mM. 

IT 151385-47-6P 151385-51-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation and reaction of, in preparation of cytokine formation 
inhibitors) 
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- XCONHCHR2COYCONHCHR3COCF3 



Na02CCH2NHCO 




AB Title compds. [I; Rl = alkyl [substituted by 1-2 of (esterified) 

carboxy, dialkylcarbanoyl, (substituted) phenylalkyl] , halophenyl, 
morpholino, morpholinoalkyl ; R2, R3 = alkyl; X = null, NH; Y = Ql, 
Q2], were prepared Thus, II, prepared via hydrogenolysis of the benzyl 
ester followed by salification, at 200 u-g/site intratracheally gave 
97% inhibition of porcine pancreas elastase-induced emphysema in 
hamsters . 

IT 144055-63-0P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as human leukocyte elastase inhibitor) 
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N 



Rl 



CH2N 



NH2 




CONHCH(C02R 2 ) (CH2) n R 3 I 
CONHCH(C02Et) (CH2)2C02Et 

II 



AB 



IT 



IT 



Methotrexate derivs . [I; Rl = CH2, CH2CH2, CH20, CH2S, CH2SO; R2 = H, 
Cl-4 alkyl, PhCH2; R3 = C02R4, NHCOR5 , CONR6R7 where in R4 = H, Cl-4 
alkyl; R5 = (substituted) Ph; R6 = H, Cl-4 alkyl; R7 = Cl-4 alkyl, 

(substituted) Ph, etc.; n = 1-4], useful as antirheumatics, 
anticancer agents, and in treating psoriasis, are prepared A 
mixture of 214 mg diester II (preparation given) and 250 mg 
6-bromomethyl-2, 4-diaminopteridine HBr-Me2CHOH in DMF was 
treated with Et3N to give 200 mg diester I (Rl = CH2, R2 = Et, 
Rl = C02Et, n = 2), which (170 mg) was saponified to give 130 mg diacid I 

(Rl = CH2, R2 = H, R3 = C02H, n = 2) , which was effective in 
treating rheumatism, psoriasis, and mouse lymphoid neoplasm 
P-388, and colon-26 carcinoma. 

142165- 64-8P 142165-65-9P 142165-66-0P 

142166- 10-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation and reaction of, in preparation of methotrexate derivative) 
142166-12-9P 142166-32-3P 142166-34-5P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
(preparation of, as drug) 
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(CH2 ) nZCONHCH (CO2H) CH2CH2CO2H 



AB The title compds . [I; X, Y = OH, amino; Z = (F- or Cl-substituted) 

1, 4-phenylene, cyclohexa-1, 4-diyl, C2-5 alkylene; n = 2-6], useful as 

neoplasm inhibitors and for treating mycosis fungoides, 

psoriasis, and arthritis, were prepared Thus, guanidine and Me 

4- (5-carboethoxy-5-cyanopentyl)benzoate (preparation given) were stirred 12 

h in DMF with gentle heating to give Me 4- [4- (2, 4-diamino-6- 

hydroxypyrimidin-5-yl) butyl] benzoate, which was stirred 18 h in IN 

NaOH with gentle heating followed by acidification with HOAc to give 

the free acid. The latter was stirred with N-methylmorpholine and Ph 

N-phenylphosphoramidochloridate in N-methylpyrrolidone for 1 h 

followed by addition of di-Et L-glutamate hydrochloride and stirring for 

24 h. The coupling product was hydrolyzed by stirring in IN hydroxide 

for 72 h followed by acidification with HCl to give L-I (X = OH, Y = 

NH2, Z = 1,4-phenylene, n = 4) (II). II had an IC50 of 0.0632 

n/gmL against CCRF-CEM cells. I may be administered at higher 

doses than methotrexate. 

IT 124656-59-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as intermediate for neoplasm inhibitor) 
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AB Twenty-seven RR1NZNHC ( : Zl ) SZ2CH (NHR3 ) C02R2 [I; R, Rl = alkyl, aralkyl; 
RR1N may form a ring; R2 = H, alkyl; R3 = H, R4CO (R4 = alkyl, 
alkenyl, aryl, etc), R5S02 (R5 = alkyl, aryl) ; Z = alkylene; Zl = S, 
0; Z2 = CH2, CH2CH2, CHR6 (R6 = alkyl, aryl)] and their acid salts 
were prepared by the reaction of HSZ2CH (NHR3 ) C02R2 with RR1NZNCS. Data 
of some of I were given as to leukocytopenia inhibition and adjuvant 
anti-arthritis in male rats. Thus, a mixture of 10 g L-cysteine-HCl, 6 
mL pyridine, and 9.4 g Me2NCH2CH2NCS in CHC13 was stirred 5 h at 
50-60° to give L-Me2NCH2CH2NHC ( S ) SCH2CH (NH2 ) C02H . HCl . 

IT 73444-80-1P 73444-85-6P 73444-87-8P 
73444-88-9P 73444-92-5P 73445-10-OP 
RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 
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AB Penicillamine derivs . I [R = H, alkyl, aryl, aromatic heterocyclyl, 
R2R3N; R2, R3 = alkyl or NR2R3 = heterocyclyl; Rl = R4S02NH (R4 = 
alkyl, CF3, alkyl- or haloaryl, aryl possessing alkanoyl or AcO, aromatic 
heterocyclyl, aromatic heterocyclyl alkyl, aryloxyalkyl, 
a-methylbenzyl; Z = Cl-5 alkylene] were prepared by 
treating HSCMe2CH (NHOR1) C12R5 (II) (R5 = H, alkyl) with 
isothiocyanates RZNCS (III), or by eliminating R50H from 
RZNHC(:S)SCMe2CH (NHCORl) C02R5 IV. I have antiinflammatory, 
antirheumatic, immunosuppressant , analgesic, antibacterial, 
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IT 



and antitumor activity. Thus, stirring 30.3 g D-penici 11 amine Et 
ester HC1 salt in water and AcOEt, with NaHC03 and 34 g 
p-MeS02NHC6H4COCl 30 min at < 10°, and 3 h at room temperature gave 
52 g II (Rl = MeS02NHC6H4; R4 = Me; R5 = Et) , which in pyridine was 
stirred with 21 g III (R = R2R3N; R2, R3 = Me; A = C2H4) 1.5 h at room 
temperature and 6 h at 65-70° to give 48 g 
Similarly prepared were I (R, A, Rl given) 
CH2, PhOCH2; Me2N, C2H4, hydroatropoly . 
67749-32-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) 
RACT (Reactant or reagent) 

(preparation and reaction with isothiocyanates ) 



corresponding I. 
Me2N, C2H4, 2-furoyl; Ph, 



PREP (Preparation) ; 
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AB The title compds . I (R = alkyl, aryl, aryloxy, heterocyclyl; Rl = H, 

aliphatic group, carbalkoxy, aryl, cyclic or acyclic substituted amino; 
= O, direct bond, alkylene, alkenylene; n = 1-15) were prepared for use 
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as antiinflammatory and antirheumatic agents (test data 
tabulated) . Thus, D-N-benzoylpenicillamine Me ester was 
treated with Et2NCH2CH2NCS in pyridine to give I (RZ = Ph, Rl 
= Et2N, n = 2) . I are interconvertible with 
Rl (CH2)nNHCS2CMe2CH(C02H)NHCOZR or their esters. 
IT 67749-32-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation and reaction of, with alkyl isothiocyanates ) 
IT 67749-34-2 67749-35-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(reaction of, with alkyl isothiocyanates) 
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FS STEREOSEARCH 

MF C28 H22 C12 N6 05 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PAT FULL 
Absolute stereochemistry. 



<r hi 



146464- 


94- 


0/BI 


OR 


151385 


-47 


-6/BI 


OR 


153304- 


23- 


5/BI 


OR 


153304 


-25 


-7/BI 


OR 


153304- 


41- 


7/BI 


OR 


153304 


-47 


-3/BI 


OR 


153304- 


51- 


9/BI 


OR 


153304 


-62 


-2/BI 


OR 


153802- 


63- 


2/BI 


OR 


153802 


-68 


-7/BI 


OR 


162368- 


25- 


4/BI 


OR 


171905 


-67 


-2/BI 


OR 


199674- 


64- 


1/BI 


OR 


199674 


-74 


-3/BI 


OR 


232274- 


09- 


8/BI 


OR 


232274 


-27 


-0/BI 


OR 


232274- 


31- 


6/BI 


OR 


232275 


-24 


-0/BI 


OR 


232276- 


71- 


0/BI 


OR 


232276 


-72 


-1/BI 


OR 


402567- 


05- 


9/BI 


OR 


402567 


-08 


-2/BI 


OR 


402567- 


12- 


8/BI 


OR 


402567 


-14 


-0/BI 


OR 


402567- 


19- 


5/BI 


OR 


402567 


-20 


-8/BI 


OR 


402567- 


26- 


4/BI 


OR 


402567 


-28 


-6/BI 


OR 


402567- 


40- 


2/BI 


OR 


402567 


-45 


-7/BI 


OR 


402567- 


48- 


0/BI 


OR 


402567 


-49 


-1/BI 


OR 


402567- 


53- 


7/BI 


OR 


409127 


-28 


-2/BI 


OR 



Searcher 



Shears 571-272-2528 



10/759881 



H 

N N 




Me 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 136:310177 

L7 ANSWER 3 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 402567-53-7 REGISTRY 

ED Entered STN: 22 Mar 2002 

CN [1, 1 1 -Biphenyl] -4-propanoic acid, 4 ' - (bromomethyl ) -a- [ (2-chl 
6-fluorobenzoyl) amino] -2 1 , 6 1 -dimethoxy-, ethyl ester, (ccS)- 
(9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C27 H26 Br CI F N 05 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 139:358808 

Searcher : Shears 571-272-2528 
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REFERENCE 2: 136:217048 

L7 ANSWER 22 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 241498-60-2 REGISTRY 

ED Entered STN: 25 Sep 1999 

CN Glycine, N- [4- [ [6-chloro-l- (diphenylmethyl ) -lH-indol-3-yl] methyl] 

methoxybenzoyl]-, ethyl ester (9CI) (CA INDEX NAME) 
MF C34 H31 CI N2 04 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PAT FULL 



CHPh2 O O 

I II II 

CI N . C- NH- CH2" C- OEt 




J-=e-CT 



OMe 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 138:55866 

REFERENCE 2: 131:199619 

L7 ANSWER 23 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 232276-72-1 REGISTRY 

ED Entered STN: 13 Aug 1999 

CN [ 1, 1 ' -Biphenyl] -4-propanoic acid, 4 1 - (bromomethyl ) -a- [ (2 , 6- 
dichlorobenzoyl) amino] -2 ' , 6 1 -dimethoxy-, ethyl ester, (aS)- 
(9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C27 H26 Br C12 N 05 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2, US PAT FULL 
Absolute stereochemistry. 




Searcher : Shears 571-272-2528 
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**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 139:358808 

REFERENCE 2: 136:217048 

REFERENCE 3: 131:116517 

L7 ANSWER 25 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 232275-26-2 REGISTRY 

ED Entered STN: 13 Aug 1999 

CN [1, 1 1 -Biphenyl] -4-propanoic acid, a- [ (2, 6-dif luorobenzoyl) amino] - 
2 1 , 6'-dimethoxy-4 '-[ ( 4-methyl-l-piperazinyl ) methyl] -, ethyl ester, 
dihydrochloride, (aS)- (9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C32 H37 F2 N3 05 . 2 Cl H 

SR CA 

LC STN Files: CA, CAPLUS, USPAT2, US PAT FULL 
CRN (776280-40-1) 

Absolute stereochemistry. 




• 2 HC1 



2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 134:275760 

REFERENCE 2: 131:116517 

L7 ANSWER 27 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 232274-31-6 REGISTRY 

ED Entered STN: 13 Aug 1999 

CN [1, 1 1 -Biphenyl] -4-propanoic acid, a- [ (2, 6-dichlorobenzoyl) amino] - 
2 1 , 6 1 -dimethoxy-4 1 - ( 4-morpholinylmethyl ) -, ethyl ester, 
monohydrochloride, (aS)- (9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C31 H34 C12 N2 06 . Cl H 

SR CA 



Searcher : Shears 571-272-2528 
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LC STN Files: CA, CAPLUS, USPAT2, USPATFULL 
CRN (697735-96-9) 

Absolute stereochemistry. 




• HC1 



2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 134:275760 

REFERENCE 2: 131:116517 

L7 ANSWER 31 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 215105-57-0 REGISTRY 

ED Entered STN: 03 Dec 1998 

CN L-Phenylalanine, N- [ [3, 4-dihydro-2-methyl-4-oxo-3- ( 3, 4 , 6, 7-tetrahyd 
9-methyl-4-oxo-l-phenylpyrrolo [3, 2, 1-jk] [ 1, 4] benzodiazepin-3-yl) -7- 
quinazolinyl]carbonyl]-, ethyl ester (9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C39 H35 N5 05 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

Searcher : Shears 571-272-2528 
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1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 1: 129:330743 

L7 ANSWER 32 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 199674-74-3 REGISTRY 

ED Entered STN: 13 Jan 1998 

CN [1, l , -Biphenyl]-4-butanoic acid, 4 ' -chloro-a- [2- [ 4- [ [ (2-ethoxy-2- 
oxoethyl) amino] carbonyl] phenyl] ethyl] -y-oxo- (9CI) (CA INDEX 
NAME) 

FS 3D CONCORD 

MF C29 H28 CI N 06 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PAT FULL 



REFERENCE 1: 129:230536 
REFERENCE 2: 128:34585 

L7 ANSWER 34 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 186810-07-1 REGISTRY 

ED Entered STN: 07 Mar 1997 

CN L-Glutamic acid, N- [4- [ethyl [ (phenylmethoxy) carbonyl] amino] -3- 

methylbenzoyl]-, diethyl ester (9CI) (CA INDEX NAME) 
FS STEREOSEARCH 
MF C27 H34 N2 07 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Searcher : Shears 571-272-2528 



10/759881 



CK OEt 

o 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 126:157483 

L7 ANSWER 35 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 171905-67-2 REGISTRY 

ED Entered STN: 05 Jan 1996 

CN Glycine, N- [ [2 f -[ [2, 3 : 4, 6-bis-O- ( 1 -methyl ethyl idene) -a-D- 

mannopyranosyl] oxy] [ 1, 1 ' -biphenyl] -4-yl] carbonyl] - , ethyl ester (9CI) 
(CA INDEX NAME) 

FS STEREOSEARCH 

MF C29 H35 N 09 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
Absolute stereochemistry. 



Me Me 




Searcher 



Shears 571-272-2528 
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**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 124:146671 

REFERENCE 2: 124:56563 

L7 ANSWER 36 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 162368-25-4 REGISTRY 

ED Entered STN: 21 Apr 1995 

CN L-Glutamic acid, N- [ 4- [ 1- [ (2 , 4-diamino-6-pteridinyl ) methyl] -3- 

butenyl] benzoyl]-, diethyl ester (9CI) (CA INDEX NAME) 
FS STEREOSEARCH 
MF C27 H33 N7 05 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 122:2404 37 

L7 ANSWER 37 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 156578-93-7 REGISTRY 

ED Entered STN: 26 Jul 1994 

CN L-Glutamic acid, N- [ [ 4- [ (2 , 4-diamino-6-pteridinyl ) methyl] -3, 4-dihydro 
2H-l,4-benzothiazin-7-yl]carbonyl]-, diethyl ester (9CI) (CA INDEX 
NAME) 

OTHER CA INDEX NAMES: 

CN 2H-1, 4-Benzothiazine, L-glutamic acid deriv. 
FS STEREOSEARCH 
MF C25 H30 N8 05 S 
SR CA 

LC STN Files: CA, CAPLUS 
Absolute stereochemistry. 



Searcher : Shears 571-272-2528 



10/759881 



Q^^OEt 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 126:84069 

REFERENCE 2: 121:99796 

L7 ANSWER 38 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 153802-68-7 REGISTRY 

ED Entered STN: 23 Mar 1994 

CN L-Glutamic acid, N-[4-[ [ (2 , 4-diamino-5-butylpyrido [2 , 3-d] pyrimidin 

yl) methyl] amino] benzoyl]-, diethyl ester (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Pyrido [2, 3-d] pyrimidine, L-glutamic acid deriv. 
FS STEREOSEARCH 
MF C28 H37 N7 05 
SR CA 

LC STN Files: CA, CAPLUS, CASREACT, TOXCENTER, US PAT FULL 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Searcher : Shears 571-272-2528 
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REFERENCE 1: 125:196375 
REFERENCE 2: 124:9376 
REFERENCE 3: 120:270438 

L7 ANSWER 40 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 153304-63-3 REGISTRY 

ED Entered STN: 25 Feb 1994 

CN L-Glutamic acid, N- [3, 5-dimethyl-4- (methyl amino) benzoyl] -, diethyl 

ester (9CI) (CA INDEX NAME) 
FS STEREOSEARCH 
MF C19 H28 N2 05 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
Absolute stereochemistry. 



REFERENCE 1: 126:157483 
REFERENCE 2: 120:164208 

L7 ANSWER 49 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 151385-51-2 REGISTRY 

ED Entered STN: 23 Nov 1993 

CN Benzeneacetic acid, a- [ ( 4-f luorobenzoyl ) amino] -4- [ ( 4- 

fluorobenzoyl)oxy]-, ethyl ester (9CI) (CA INDEX NAME) 
FS 3D CONCORD 
MF C24 H19 F2 N 05 
SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 




Me 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Searcher : Shears 571-272-2528 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 



120:8592 



L7 ANSWER 50 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 151385-47-6 REGISTRY 

ED Entered STN: 23 Nov 1993 

CN Benzeneacetic acid, a- [ ( 4-f luorobenzoyl ) amino] ethyl ester 

(9CI) (CA INDEX NAME) 

FS 3D CONCORD 

MF C17 H16 F N 03 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO' DATE) 

REFERENCE 1: 120:8592 

L7 ANSWER 51 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 146464-94-0 REGISTRY 

ED Entered STN: 16 Mar 1993 

CN L-Glutamic acid, N- [4- [1- [ (2, 4-diamino-6-pteridinyl ) methyl] -3- 

butynyl] benzoyl]-, diethyl ester (9CI) (CA INDEX NAME) 
FS STEREOSEARCH 
MF C27 H31 N7 05 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PAT FULL 
Absolute stereochemistry. 



Searcher : Shears 571-272-2528 



10/759881 




**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT* * 

2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 122:240437 

REFERENCE 2: 119:72415 

L7 ANSWER 52 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 144055-63-0 REGISTRY 

ED Entered STN: 21 Oct 1992 

CN L-Prolinamide, N-[4-[ [ ( 2-ethoxy-2-oxoethyl ) amino] carbonyl] benzoyl] -L 
valyl-N- [3, 3, 3-trif luoro-1- (1-methylethyl) -2-oxopropyl] - ( 9CI) (CA 
INDEX NAME) 

FS STEREOS EARCH 

MF C28 H37 F3 N4 07 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 
Absolute stereochemistry. 



O i-Pr 




**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 117:212979 

L7 ANSWER 53 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 142166-34-5 REGISTRY 

ED Entered STN: 01 Jul 1992 

CN L-Glutamic acid, N- [ [4- [ (2, 4-diamino-6-pteridinyl) methyl] -3, 4-dihydr 



Searcher : Shears 571-272-2528 
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2H-l,4-benzoxazin-7-yl]carbonyl]-, diethyl ester (9CI) (CA INDEX 
NAME) 

OTHER CA INDEX NAMES: 

CN 2H-1, 4-Benzoxazine, L-glutamic acid deriv. 
FS STEREOSEARCH 
MF C25 H30 N8 06 
SR CA 

LC STN Files: CA, CAPLUS, CASREACT, TOXCENTER, US PAT FULL 



Absolute stereochemistry. 




**PR0PERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 1: 126:84069 
REFERENCE 2: 121:99796 
REFERENCE 3: 117:48228 



L7 ANSWER 57 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 142165-66-0 REGISTRY 

ED Entered STN: 01 Jul 1992 

CN Hexanedioic acid, 2- [ [ [2, 3-dihydro-l- [ (phenylmethoxy) carbonyl] -1H- 
indol-5-yl]carbonyl] amino]-, diethyl ester, (S)- (9CI) (CA INDEX 
NAME) 

FS STEREOSEARCH 

MF C27 H32 N2 07 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PAT FULL 



Absolute stereochemistry. 



Searcher : Shears 571-272-2528 



10/759881 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 117:48228 

L7 ANSWER 60 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 126632-47-1 REGISTRY 

ED Entered STN: 20 Apr 1990 

CN L-Glutamic acid, N- (3-methyl-4-nitrobenzoyl) diethyl ester (9CI) 

(CA INDEX NAME) 
FS STEREOSEARCH 
MF C17 H22 N2 07 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, TOXCENTER, US PAT FULL 
(*File contains numerically searchable property data) 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 

5 REFERENCES IN FILE CA (1907 TO DATE) 

5 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 


1: 


126: 


157483 


REFERENCE 


2: 


120: 


164208 


REFERENCE 


3: 


116: 


194810 


REFERENCE 


4: 


112: 


179883 



Searcher 



Shears 
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REFERENCE 5: 48:71803 

L7 ANSWER 62 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 124656-59-3 REGISTRY 

ED Entered STN: 12 Jan 1990 

CN L-Glutamic acid, N- [4- [4- (2, 6-diamino-l, 4-dihydro-4-oxo-5- 

pyrimidinyl) butyl] benzoyl]-, diethyl ester (9CI) (CA INDEX NAME) 
FS STEREOSEARCH 
MF C24 H33 N5 06 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, CASREACT, TOXCENTER, USPATFULL 
(*File contains numerically searchable property data) 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 112:99168 

REFERENCE 2: 112:56690 

L7 ANSWER 63 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 73445-10-0 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN L-Cysteine, N- (4-chlorobenzoyl) -, ethyl ester, [2- 

(dimethylamino) ethyl] carbamodithioate (ester) , ethanedioate (salt) 
(9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C17 H24 CI N3 03 S2 . x C2 H2 04 
LC STN Files: CA, CAPLUS 

CM 1 

CRN 73444-86-7 

CMF C17 H24 Cl N3 03 S2 

Absolute stereochemistry. 



Searcher 



Shears 



571-272-2528 
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NMe2 



CM 2 

CRN 144-62-7 
CMF C2 H2 04 



0 0 

II II 

HO- C- C- OH 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 92:181659 

L7 ANSWER 64 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 73444-92-5 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN L-Homocysteine, N- [4- [ (methylsulf onyl ) amino] benzoyl] ethyl ester, 
[2- (dimethylamino) ethyl] carbamodithioate (ester) (9CI) (CA INDEX 
NAME) 

FS STEREOSEARCH 

MF C19 H30 N4 05 S3 

LC STN Files: CA, CAPLUS 

Absolute stereochemistry. 



o V/ 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 92:181659 



Searcher : Shears 571-272-2528 



10/759881 



L7 ANSWER 69 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 67749-35-3 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN D-Valine, N-benzoyl-3-mercapto-, ethyl ester (9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C14 H19 N 03 S 

LC STN Files: CA, CAPLUS, IFICDB, IFIPAT, IFIUDB, TOXCENTER, US PAT FULL 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 92:22517 

REFERENCE 2: 91:57031 

REFERENCE 3: 89:163589 

L7 ANSWER 72 OF 72 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 13726-52-8 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN L-Glutamic acid, N- ( 4-aminobenzoyl ) - , diethyl ester (9CI) (CA INDEX 
NAME) 

OTHER CA INDEX NAMES: 

CN Glutamic acid, N- (p-aminobenzoyl ) -, diethyl ester (6CI, 7CI) 
CN Glutamic acid, N- (p-aminobenzoyl ) diethyl ester, L- (8CI) 
OTHER NAMES: 

CN 4-Aminobenzoyl-L-glutamic acid, diethyl ester 

CN Diethyl p-aminobenzoyl-L-glutamate 

CN N- (4-Aminobenzoyl) -L-glutamic acid diethyl ester 

CN NSC 82885 

FS STEREOSEARCH 

DR 51934-20-4, 90791-08-5, 34136-22-6, 194423-81-9 
MF C16 H22 N2 05 

LC STN Files: BEILSTEIN* , CA, CAOLD, CAPLUS, CASREACT, CHEMCATS, 
CHEMINFORMRX, CHEMLIST, CSCHEM, SYNTHLINE, TOXCENTER, US PAT 2 , 
US PAT FULL 

(*File contains numerically searchable property data) 
Other Sources: EINECS** 

(**Enter CHEMLIST File for up-to-date regulatory information) 

Absolute stereochemistry. 



Searcher : Shears 571-272-2528 
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**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

96 REFERENCES IN FILE CA (1907 TO DATE) 
96 REFERENCES IN FILE CAPLUS (1907 TO DATE) 
4 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



REFERENCE 


1: 


144: 


128931 


REFERENCE 


2: 


142: 


74804 


REFERENCE 


3: 


141: 


313986 


REFERENCE 


4: 


140: 


210038 


REFERENCE 


5: 


140: 


111372 


REFERENCE 


6: 


135: 


92600 


REFERENCE 


7: 


133: 


120590 


REFERENCE 


8: 


132: 


251049 


REFERENCE 


9: 


131: 


359712 


REFERENCE 


10: 


131: 


243279 



FILE 'CAOLD 1 ENTERED AT 10:31:40 ON 21 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP ) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors , patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

New CAS Information Use Policies, enter HELP USAGETERMS for details 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 



Searcher : Shears 571-272-2528 



10/759881 



L8 



4 L7 



L8 
AN 
TI 



AU 
IT 



ANSWER 1 OF 4 CAOLD COPYRIGHT 2006 ACS on STN 
CA59:10228f CAOLD 

synthesis of anticancerous substances - (I) derivs. of L-glutamic 
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diethyl glutamate 

Druta, I. D. 
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APPLICATION INFO. : 
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US PAT FULL on STN 

2003: 312713 US PAT FULL 
New phenylalanine derivatives 
Suzuki, Nobuyasu, Kawasaki-shi, JAPAN 
Yoshimura, Toshihiko, Kawasaki-shi, JAPAN 
Izawa, Hiroyuki, Kawasaki-shi, JAPAN 
Sagi, Kazuyuki, Kawasaki-shi, JAPAN 
Makino, Shingo, Kawasaki-shi, JAPAN 
Nakanishi, Eiji, Kawasaki-shi, JAPAN 
Murata, Masahiro, Kawasaki-shi, JAPAN 
Tsuji, Takashi, Kawasaki-shi, JAPAN 
AJINOMOTO CO. INC, Tokyo, JAPAN (non-U. S. 
corporation) 



NUMBER 



KIND 



DATE 



US 2003220318 Al 20031127 

US 2003-402006 Al 20030331 (10) 

Continuation of Ser. No. WO 2001-JP8489, filed on 
28 Sep 2001, UNKNOWN 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 



JP 2000-299490 
JP 2001-41885 
Utility 
APPLICATION 
OBLON, SPIVAK, 



20000929 
20010219 



MCCLELLAND, MAIER & NEUSTADT, P.C. 
1940 DUKE STREET, ALEXANDRIA, VA, 22314 
22 
1 

2128 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Specific phenylalanine derivatives or pharmaceutically acceptable. 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



salts thereof have an antagonistic effect on the ct4 integrins 
and, therefore, are usable as therapeutic agents or 
preventive agents for diseases in which a4 

integrin-depending adhesion process participates in the pathology, 
such as inflammatory diseases, rheumatoid arthritis, 
inflammatory bowel diseases, systemic lupus erythematosus, multiple 
sclerosis, Sjogren's syndrome, asthma, psoriasis, allergy, diabetes, 
cardiovascular diseases, arterial sclerosis, restenosis, tumor 
proliferation, tumor metastasis and transplantation rejection. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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DATE 



US 2003176498 Al 20030918 

US 2003-333985 Al 20030226 (10) 

WO 2001-US26594 20010827 
Utility 
APPLICATION 

BIRCH STEWART KOLAS CH & BIRCH, PO BOX 747, FALLS 
CHURCH, VA, 22040-0747 
17 
1 

1599 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a phenylalanine derivative of 

Formula (I) wherein X.sup.l is a halogen atom, X.sup.2 is a halogen 
atom, Q is a CH.sub.2R — is a carboxyl group which may be 
esterified; or a pharmaceutically acceptable salt thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Kuroki, Toshio, Gotenba-shi, JAPAN 
Maruyama, Noriaki, Gotenba-shi, JAPAN 
Nakagomi, Kazuya, Gotenba-shi, JAPAN 
CHUGAI SEIYAKU KABUSHIKI KAISHA, Tokyo, 
(non-U. S. corporation) 
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DATE 



US 2003171376 Al 20030911 

US 2003-376711 Al 20030303 (10) 

Division of Ser. No. US 1994-256441, filed on 12 

Jul 1994, GRANTED, Pat. No. US 6559149 A 371 of 

International Ser. No. WO 1993-JP96, filed on 27 

Jan 1993, UNKNOWN 



NUMBER 



DATE 



PRIORITY INFORMATION: 



JP 1992-53051 19920127 
JP 1992-75106 19920213 
JP 1992-108320 19920316 
JP 1992-115126 19920324 
Utility 
APPLICATION 

BROWDY AND NEIMARK, P.L.L.C*., 624 NINTH STREET, NW, 
SUITE 300, WASHINGTON, DC, 20001-5303 
3 
1 

3 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Antirheumatic agent containing as an active ingredient a 
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FILE SEGMENT: 
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NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
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compound resented by the following general formula (II) : ##STR1## 

{where W is a group represented by the general formula: ##STR2## 

[where R.sub.l is a lower alkyl group having 1-4 carbon atoms; 
R.sub.2 is a lower alkyl group having 1-4 carbon atoms or a 
trifluoromethyl group; R.sub.3 is a hydrogen atom, a lower alkyl 
group having 1-4 carbon atoms or a trifluoromethyl group; R.sub.4 is 
a hydrogen atom or a lower alkyl group having 1-4 carbon atoms: 
R.sub.5 is a group represented by the general formula COOR.sub.6 
(where R.sub.6 is a hydrogen atom or a lower alkyl group having 1-4 
carbon atoms) or a group represented by the formula SO.sub.3H; and n 
is an integer of 1-4) or the general formula: ##STR3## 

{where R7 is a lower alkyl group having 1-4 carbon atoms; R.sub.8 is 
a hydrogen atom or a lower alkyl group having 1-4 carbon atoms; 
R.sub.9 is a group represented by the general formula COOR.sub.10 
(where R. sub. 10 is a hydrogen atom or a lower alkyl group having 1-4 
carbon atoms) or a group represented by the formula SO.sub.3H; and m 
is an integer of 1-4] , or the general formula: ##STR4## 

[where R. sub. 11 is a hydrogen atom or a lower alkyl group having 1-4 
carbon atoms; R. sub. 12 is a hydrogen atom or a lower alkyl group 
having 1-4 carbon atoms; R. sub. 13 is a group represent by the 
general formula COOR.sub.14 (where R. sub. 14 is a hydrogen atom or a 
lower alkyl group having 1-4 carbon atoms) or a group represented by 
the formula SO.sub.3H; and 1 is an integer of 1 4], or the general 
formula: ##STR5## 

[where R. sub. 15 is a hydrogen atom or a lower alkyl group having 1-4 
carbon atoms; R. sub. 16 is a hydrogen atom or a lower alkyl group 
having 1-4 carbon atoms; and k is an integer of 2 or 3] } . All 
compounds represented by the general formula (II) 5 are novel except 
in the case where k is 2. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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19920316. 
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Utility 
GRANTED 

Raymond, Richard L. 
8 
1 

3 Drawing Figure (s) 
1587 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Antirheumatic agent containing as an active ingredient a 
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FILE SEGMENT: 
PRIMARY EXAMINER: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



3 Drawing Page(s) 



compound resented by the following general formula (II) 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



##STR1## 
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corporation) 
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KIND 



DATE 
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US 2000-619712 
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20000719 (9) 
WO 1999-US993, 



filed on 19 



NUMBER 



DATE 



US 1998-71840P 19980120 (60) 

Utility 

GRANTED 

Chang, Ceila 

Small, Andrea D. 

Birch, Stewart, Kolasch & Birch, LLP 
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1 

0 Drawing Figure (s) ; 0 Drawing Page(s) 
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PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB ##STR1## 

The present invention relates to a pharmaceutical composition 
comprising as an active ingredient a compound of formula (I) , 
wherein Ring A is an aromatic or a heterocyclic ring; Q is a bond, 
carbonyl, lower alkylene, lower alkenylene, -r-O- (lower alkylene)-, 
etc.; n is 0, 1 or 2; Z is oxygen or sulfur, W is oxygen, sulfur, 
— CH.dbd.CH — , — NH — or — N.dbd.CH — ; R.sup.l, R.sup.2 and R.sup.3 
are the same or different and are hydrogen, halogen, hydroxyl, a 
substituted or unsubstituted lower alkyl group, a substituted or 
unsubstituted lower alkoxy group, a substituted or unsubstituted 
amino group, etc.; R.sup.4 is tetrazolyl, carboxyl group, amide or 



Searcher 



Shears 
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ester; R.sup.5 is hydrogen, nitro, amino, hydroxyl, lower alkanoyl, 
lower alkyl etc.; R.sup.6 is selected from (a) a substituted or 
unsubstituted phenyl group, (b) a substituted or unsubstituted 
pyridyl group, (c) a substituted or unsubstituted thienyl group, (d) 
a substituted or unsubstituted benzofuranyl group, etc.; or a 
pharmaceutically acceptable salt thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Inhibitors of phospholipase enzymes 
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McKew, John C, Arlington, MA, United States 
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Genetics Institute, LLC, Cambridge, MA, United 
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US 2000-686616 20001011 (9) 

Continuation-in-part of Ser. No. US 1999-256062, 
filed on 24 Feb 1999, now abandoned 



NUMBER 



DATE 
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GRANTED 
Chang, Ceila 
Wright, Sonya 
Mazzarese, Joseph M. 
19 
1 

0 Drawing Figure (s) 
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This invention concerns compounds and pharmaceutical compositions 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
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EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



0 Drawing Page(s) 



useful for treating or preventing inflammatory 

conditions in a mammal, the methods comprising administration of 
novel pharmaceutically useful compounds of the general formulae: 
##STR1## 



or pharmaceutically acceptable salts thereof, wherein 
R.sub.l-R.sub.5 are as defined in the specification. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Goldberg, Jerome D. 
Lemanowicz, John L. 
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0 Drawing Figure (s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The use of a protecting agent, for example a folate derivative such 

as folic acid or leucovorin, in combination with a non-competitive 
folic acid analogue, for example benzoquinazoline derivatives, for 
use in reducing the side effects associated with the administration 
of such non-competitive folic acid analogues; and pharmeceutical 
formulations comprising such combinations are disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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NUMBER 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT 
AB ##STR1## 



Utility 
Granted 
Kifle, Bruck 
Ashbrook, Charles W. 
24 
1 

2890 



The present invention presents compounds that inhibit 
phosphodiesterase 4 having Formula (I) . The present invention also 
provides methods of using the compounds of Formula (I) to 
prevent or treat asthma, atopic dermatitis, 
rheumatoid arthritis , inflammatory bowel disorders, 
pulmonary hypertension, liver injury, bone loss, septic shock, or 
multiple sclerosis, and to pharmaceutical compositions that contain 
the compounds of Formula (I) . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L12 ANSWER 9 OF 19 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL on STN 

1999 : 170627 US PAT FULL 

Pyridyl substituted imidazoles 

Adams, Jerry Leroy, Wayne, PA, United States 

Gallagher, Timothy Francis, Harleysville, PA, 

United States 

Garigipati, Ravi Shanker, Wayne, PA, United States 
SmithKline Beecham Corporation, Philadelphia, PA, 
United States (U.S. corporation) 



NUMBER KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



US 6008235 19991228 
US 1997-995086 19971219 (8) 

Division of Ser. No. US 1994-256499, filed on 22 
Nov 1994, now patented, Pat. No. US 5716972 which 
is a continuation of Ser. No. WO 1993-US675, filed 
on 13 Jan 1993 which is a continuation-in-part of 
Ser. No. US 1993-819552, filed on 13 Jan 1993, now 
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Utility 
Granted 
Fan, Jane 

Dinner, Dara L., Venetianer, Stephen, Kinzig, 
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17 
1 

1345 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The novel compounds of Formula (I) have been found to be useful 

cytokine suppressive agents and therefore useful in the 
treatment and prophylaxis of disease states mediated 
thereby. 
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19980908 
19970515 



(8) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Matrix metalloprotease inhibiting compounds, pharmaceutical 

compositions thereof and a method of disease treatment 
using such compounds are presented. The compounds of the invention 
have the generalized formula: ##STR1## wherein T is a substituent 
and R. sup. 24 is a substituted amide moiety. These compounds are 
useful for inhibiting matrix metalloproteases and, therefore, 
combating conditions to which MMP's contribute, such as 
osteoarthritis, rheumatoid arthritis, septic arthritis, 
periodontal disease, corneal ulceration, proteinuria, aneurysmal 
aortic disease, dystrophobic epidermolysis, bullosa, conditions 
leading to inflammatory responses, osteopenias mediated by MMP 
activity, tempera mandibular joint disease, demyelating diseases o 
the nervous system, tumor metastasis or degenerative cartilage los 
following traumatic joint injury, and coronary thrombosis from 
athrosclerotic plaque rupture. The present invention also provides 
pharmaceutical compositions and methods for treating such 
conditions . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The invention relates to tricyclic compounds of formula (I) ##STR1## 

wherein R.sup.l is hydrogen, amino, (1-4C) alkyl, ( 1-4C) alkoxy, 
hydroxy- (1-4C) alkyl or fluoro- (1-4C) alkyl; R.sup.2 is hydrogen, 

(l-4C)alkyl, (3-4C) alkenyl, ( 3-4C) alkynyl, hydroxy- (2-4C) alkyl, 
halogeno- (2-4C) alkyl or cyano- ( 1-4C) alkyl ; Ar is 
optionally-substituted phenylene, thiophenediyl, thiazolediyl, 
pyridinediyl or pyrimidinediyl; and R.sup.3 includes a group of the 
formula — NHCH (CO . sub . 2 H) — A.sup.l — Y.sup.l wherein A.sup.l is 

(1-6C) alkylene and Y.sup.l is carboxy, tetrazol-5-yl, 
N- [ (1-4C) alkylsulphonyl] carbamoyl, N (phenylsulphonyl) carbamoyl, 
tetrazol-5-ylthio, tetrazol-5-ylsulphinyl or tetrazol-5-ylsulphonyl ; 
or pharmaceutically-acceptable salts or esters thereof; to processes 
for their manufacture; to pharmaceutical compositions containing 
them; and to their use as anti-cancer agents. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Cyclopentaquinazoline of the formula (I): ##STR1## wherein R.sup.l 

is hydrogen, amino, C. sub. 1-4 alkyl, C. sub. 1-4 alkoxy, C. sub. 1-4 
hydroxyalkyl or C. sub. 1-4 fluoroalkyl; 

wherein R.sup.2 is hydrogen, C. sub. 1-4 alkyl, C. sub. 3-4 alkenyl, 
C. sub. 3-4 alkynyl, C. sub. 2-4 hydroxyalkyl, C. sub. 2-4 halogenoalkyl 
or C. sub. 1-4 cyanoalkyl; 

Ar.sup.l is phenylene, thiophenediyl, thiazolediyl , pyridinediyl or 
pyrimidinediyl which may optionally bear one or two substituents 
selected from halogeno, hydroxy, amino, nitro, cyano, 
trifluoromethyl, C. sub. 1-4 alkyl and C. sub. 1-4 alkoxy; and 

wherein R.sup.3 is a group of the formula: 

— A.sup.l — Ar.sup.2 — A. sup. 2 — Y.sup.l 

in which A.sup.l, A. sub. 2, Y.sup.l and Ar.sub.2 are defined in claim 

l; 

or a pharmaceutically acceptable salt or ester there of are of 

therapeutic value particularly in the treatment of 

cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The novel compounds of Formula (I) have been found to be useful 

cytokine suppressive agents and therefore useful in the 
treatment and prophylaxis of disease states mediated 
thereby. 
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AB Antiinflammatory and antineoplastic 5-deazaaminopterins and 

5, 10-dideazaaminopterins and their 5 and 10 alkyl analogs. A method 

for the treatment and prevention of inflammatory 

disease, such as rheumatoid arthritis, and for suppression 

and prevention of neoplastic growth in tumors and in blood 

forming tissues. A process for preparation of 10-deazaaminopterins . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to compounds that inhibit the binding of 

E-selectin and/or P-selectin to sialyl-Lewis . sup . x or 
sialyl-Lewis . sup. a presented on a cell surface having the general 
structure ##STR1## wherein X is selected from the group consisting 
of — (CH.sub.2) .sub.n CO. sub. 2 H, — 0 (CH. sub . 2 ) . sub .m CO. sub. 2 H, 
— (CH.sub.2) .sub.n O (CH . sub . 2 ) . sub •m CO. sub. 2 H, 
— CONH(CH.sub.2) .sub.m CO. sub. 2 H, — CH (OZ ) (CO. sub . 2 H) , 
— CH(Z) (CO. sub. 2 H) , — (CH . sub . 2 ) . sub . n SO. sub. 3 H, 
— (CH.sub.2) .sub.n PO.sub.3 D.sub.l D.sub.2, — NH (CH . sub . 2 ) . sub .m 
CO. sub. 2 H, — CONH(CHR.sub.6)CO.sub.2 H, ( l-H-tetrazolyl-5-alkyl- ) , 
and — OH; 

R.sub.l and R.sub.2 are independently selected from the group 
consisting of hydrogen, alkyl, halogen, — OZ, — NO. sub. 2, — NH.sub.2 
and — NHZ ; 

R.sub.3 is selected from the group consisting of hydrogen, halogen, 
alkyl, --OZ and —NHZ ; 

R.sub.4 is selected from the group consisting of hydrogen, halogen, 
alkyl, hydroxyl, hydroxyl-O-sulf ate and — OZ; 

R.sub.5 is selected from the group consisting of hydroxyl, — CN, 
— N.sub.3, —NH.sub.2, — NHNH.sub.2, — NE.sub.l E.sub.2, 
— NHE.sub.l, — NHCO (CH. sub.2) .sub.n CO. sub. 2 H, — S (CH . sub . 2 ) . sub .m 
CO. sub. 2 H and — NHCHNHNH . sub . 2 ; 

R.sub.6 is selected from the group consisting of hydrogen, alkyl, 
aralkyl, hydroxyalkyl, aminoalkyl, alkyl carboxylic acid and alkyl 
carboxamide; 

wherein n is 0 to 6, m is 1 to 6, p is 0 to 6, b is 0 to 2, Z is 
alkyl, aryl or aralkyl, D.sub.l and D.sub.2 are independantly 
hydrogen or alkyl, E.sub.l is alkyl or — (CH . sub . 2 ) . sub . 8 CO. sub. 2 
H, and E.sub.2 is alkyl, and the pharmaceutically acceptable salts, 
esters, amides, and prodrugs thereof. This invention also relates to 
methods of inhibiting the binding of E-selectin and/or P-selectin to 
sialyl-Lewis . sup. x or sialyl-Lewis . sup . a presented on a cell surface 
using said compounds and to pharmaceutically active compositions 
comprising compounds that inhibit the binding of E-selectin to 
sialyl-Lewis . sup. x and to methods of treatment of septic 
shock, ARDS, Crohn 1 s disease, chronic inflammatory diseases, such as 
psoriasis and rheumatoid arthritis, and reper fusion 
injuries that occur following heart attacks, strokes and organ 
transplants . 
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Disclosed is a compound represented by the formula: ##STR1## wherein 
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R.sup.l : CH.sub.2, CH.sub.2 CH.sub.2, CH.sub.2 O, CH.sub.2 S, 
CH.sub.2 SO; R.sup.2 : hydrogen atom, a lower alkyl group having 1 
to 4 carbon atoms or a benzyl group; n: an integer of 1 to 4; 
R.sup.3 : COOR.sup.4, NHCOR.sup.5, CONR.sup.6 R.sup.7, PO.sub.3 
H.sub.2, SO. sub. 3 H. 
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The compound shows potent antirheumatic function, 

psoriasis curing function and carcinostatic function and has low 

toxicity whereby it is available as a medicine. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB There is disclosed certain heteroaroyl 10-deazaaminopterin and 5, 10 

and 8, 10 di deazaminopterin compounds and their use for 
treatment of rheumatoid arthritis and related 
diseases and preparative process. 

Also disclosed are 10 alkenyl-(and alkynyl) 10-deazaminopterins also 

disclosed for treatment of rheumatoid arthritis 

and for leukemia and ascites tumors and preparative process. 
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AB The trifluorornethylketone derivatives (I) and pharmaceutically 

acceptable salts thereof have a human leukocyte elastase inhibiting 
activity and are useful as human leukocyte elastase inhibitors for 
treating or preventing degenerative diseases. The 

trifluorornethylketone derivatives (I) have the following formula: 
##STR1## wherein R.sup.l is C. sub. 1-6 alkyl which has one or two 
substituents selected from carboxy, esterified carboxy and 
di-C.sub.1-6 alkylcarbamoyl; phenyl (C. sub . 1-6) alkyl, the phenyl 
moiety of which may have halogen or nitro or amino substituents and 
the alkyl moiety of which may have carboxy or esterified carboxy 
substituents; halo-phenyl; morpholino; or morpholino (C. sub . 1-6) 
alkyl, 

R.sup.2 and R.sup.3 are each C. sub. 1-6 alkyl, 
X is — or — NH — , and 

Y is ##STR2## and pharmaceutically acceptable salts thereof. 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Penicillamine compounds of the formula: ##STR1## and of the formula: 

##STR2## wherein R.sup.l, R.sup.2, R.sup.3, A and B are as defined 
hereinafter, and pharmaceutically acceptable acid addition salts 
thereof are disclosed. II are the products of hydrolysis or 
alcoholysis of I, and I are in turn the products of dehydration of 
II or alcohol removal form II. I and II are useful for the 
treatment of rheumatoid arthritis. 
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AB The present invention relates to peptides that mimic the immunogenic 

determinants of self-proteins recognized by autoimmune antibodies in a 
biol. sample from patients suffering from rheumatoid 
arthritis (RA) . More particularly, the present 

invention relates to citrulline-containing peptides, which react with the 
majority of the latter antibodies. Furthermore, the present invention 
relates to diagnostic tools for a more convenient and sensitive 
diagnosis of RA and to therapeutical methods to 
treat RA. 
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AB The present invention relates to a method of producing certain 

peptides containing citrulline residues that constitute immunogenic 
determinants of antibodies present in sera from patients with 
rheumatoid arthritis and wherein the presence of at least one 
citrulline is a prerequisite for reacting with said antibodies. The 
invention also relates to a method of producing said antibodies and 
the use of said peptides for diagnosis and treatment of 
rheumatoid arthritis. The citrulline-containing peptides, may be 
circularized or branched peptides and/or containing tandem repeats, are 
derived from variant of filaggrin, intermediate filament protein, 
vimentin, cytokeratin 1 or cytokeratin 9. 



L23 ANSWER 3 OF 3 
ED Entered STN: 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 



CAPLUS COPYRIGHT 2006 ACS on STN 
19 Jan 1999 

1999:33223 CAPLUS 
130:195491 

The epitopes targeted by the rheumatoid 
arthritis-associated antif ilaggrin autoantibodies 
are posttranslationally generated on various sites 
of (pro) filaggrin by deimination of arginine 
residues 

Girbal-Neuhauser, Elisabeth; Durieux, 
Jean- Jacques; Arnaud, Michel; Dalbon, Pascal; 
Sebbag, Mireille; Vincent, Christian; Simon, 
Michel; Senshu, Tatsuo; Masson-Bessiere, 
Christine; Jolivet-Reynaud, Colette; Jolivet, 
Michel; Serre, Guy 

Department of Biology and Pathology of the Cell, 
Institut National de la Sante et de la Recherche 
MedicaleT, Toulouse-Purpan School of Medicine, 
University Toulouse III, Toulouse, Fr. 
Journal of Immunology (1999), 162(1), 585-594 
CODEN: JOIMA3; ISSN: 0022-1767 
American Association of Immunologists 
Journal 



Searcher : Shears 571-272-2528 



10/759881 



LANGUAGE: English 

AB Antifilaggrin autoantibodies (AFA) are a population of IgG 
autoantibodies associated to rheumatoid arthritis ( 
RA) / which includes the so-called "antikeratin" Abs and 
antiperinuclear factor. AFA are the most specific serol. markers of 
RA. We previously showed that they recognize human epidermal 
filaggrin and other prof ilaggrin-related proteins of various 
epithelial tissues. Here, we report further characterization of the 
protein Ags and epitopes targeted by AFA. All the Ags that exhibit 
numerous neutral/acidic isoelec. variants were immunochem. 
demonstrated to be deiminated proteins. In vitro deimination of a 
recombinant human filaggrin by a peptidylarginine 
deiminase generated AFA epitopes on the protein. Moreover, 
two of three f ilaggrin-derived synthetic peptides with a citrulline in 
the central position were specifically and widely recognized by AFA 
affinity-purified from a series of RA sera. These results indicate 
that citrulline residues are constitutive of the AFA epitopes, but 
only in the context of specific amino acid sequences of filaggrin. In 
competition expts . , the two peptides abolished the AFA reactivity of 
RA sera, showing that they present major AFA epitopes. These data 
should help in the identification of a putative deiminated 
AFA-inducing or cross-reactive articular autoantigen and provide new 
insights into the pathogenesis of RA. They could also open the way 
toward specific immunosuppressive and/or preventive 
therapy of RA. 
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AB The past few years have seen the identification of PTPN22 and the 

confirmation of CTLA-4 as common autoimmune disease genes. Together 
with MHC and INS, these developments have increased the collection of 
confirmed susceptibility loci for autoimmunity. In this article, the 
latest developments related to these genes and to other recently 
studied candidate autoimmune susceptibility loci (PDCD1, FCRL3, SUMO 4 
CD25, PADI4 and SLC22A4) are reviewed. Collectively, these genes 
strongly indicate that aberrant inhibition of the signalling cascade 
initiated by activation of the T-cell receptor is involved in the 
aetiology of autoimmune disease. However, much basic genetic, 
molecular and clinical research is still needed to help us fully 
understand the underlying mechanisms of autoimmunity and how these 
translate into prognosis or therapy. .COPYRGT. 2005 Elsevier 
Ltd. All rights reserved. 
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citrulline in rheumatoid arthritis - new 

pathways to epitope spreading. 
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SOURCE: Clinical and experimental rheumatology, (2006 Jan-Feb) 
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AB OBJECTIVE: The findings of the involvement of tissue transglutaminase 
(tTg) in the pathogenesis of coeliac disease (CD) have stimulated 
progress in the field of auto-immune diseases. Another 
calcium-dependent cysteine enzyme, peptidylarginine 
deiminase type 4 (PAD4) , seems to be involved in the 
pathogenesis of rheumatoid arthritis (RA 
). There are obvious similarities between Tgs and PADs . 
METHODS : Using enzyme-linked immuno-sorbent assays, we have measured 
the occurrence of antibodies against guinea pig (gp) and human 
recombinant (hr) tTg, PAD and citrulline in 59 controls and 184 
RA-patients, of whom 71 were treated with methotrexate 
(mtx) . RESULTS: In addition to the expected antibodies against 
citrulline (62%), sera from the 113 RA-patients without mtx 
treatment contained significantly increased frequencies of IgG 
anti-PAD (35%), IgA anti-gp-tTg (34%), IgA anti-hr tTg (20%), IgG 
anti-gp-tTg (13%) and IgA anti-hr- FXIII (15%) compared to controls. 
In sera from the mtx-treated RA-patients the expression of 
antibodies was reduced. In patients not treated with 
methotrexate there was a statistically significant correlation 
between, on one hand, IgG anti-PAD and on the other hand, IgG 
anti-citrulline, IgA anti-gp-tTg, IgA anti-hr-tTg, IgG anti-gp-tTg, 
IgG anti-hr-tTg, or IgA anti-hr- FXIII . In the mtx-treated 
group these correlations were less pronounced. CONCLUSION : In addition 
to the expected antibodies against citrulline, sera from RA-patients 
contained antibodies against PAD and against Tgs of at least two 
kinds, indicating that the specificity for anti-tTg in CD is far from 
complete. Most of the patients displayed more than one antibody, a 
possible indication of epitope spreading. MTX-treatment 
reduced the expression of antibodies. 
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AN 2005-648942 [66] WPIDS 

AB WO2005075414 A UPAB: 20051014 

NOVELTY - Peptidylarginine deiminase type IV 

inhibitor compound (CI), which is an arginine derivative, is new. 

DETAILED DESCRIPTION - Peptidylarginine 
deiminase type IV inhibitor arginine derivative compound or 
its salt (CI) of formula (I) . 

R1-R3 = hydrogen or 1-3C alkyl group, where at least one of Rl, 
R2 and R3 is not hydrogen; 

R4 = substituted amino group; and 

R5 = optionally substituted carboxyl group. 

An INDEPENDENT CLAIM is also included for 
peptidylarginine deiminase type IV inhibitor (II), 

comprising (CI) as an active ingredient, where (CI) is capable of 
inhibiting a process in the reaction mechanism of 
peptidylarginine deiminase type IV having SEQ tD Number 
1, and its reaction substrate. 

ACTIVITY - Antiarthritic; Antirheumatic; 
Antipsoriatic; Neuroprotective . 

MECHANISM OF ACTION - Peptidylarginine 
deiminase type IV inhibitor (claimed) . 

Ability of arginine derivative in inhibiting 
peptidylarginine deiminase type IV was studied as 
follows. Tris buffer, Bz-Arg and peptidylarginine 
deiminase type IV were mixed by ice cooling. Then, 
Bz-Arg (mono-methyl) , NG-monomethyl-L-arginine, and 
NG,NG-dimethyl-L-arginine were mixed with the Bz-Arg solution and 
reacted at 37 deg. C for 60 minutes. The reaction was stop and the 
reaction mixture was separated by reverse phase high performance 
liquid chromatography (HPLC) , and the inhibitory effect was studied. 
The results showed that the Bz-NG, NG-dimethyl-L-arginine derivative 
exhibited potent inhibitory activity. 
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USE - (II) is useful for preventing and/or 
treating diseases in which a peptidyl arginine deaminase is 
involved e.g. rheumatoid arthritis, psoriasis and multiple 
sclerosis (claimed) . 

ADVANTAGE - (Cl) is a potent peptidylarginine 
deiminase type IV inhibitor. 

DESCRIPTION OF DRAWING (S) - The figure shows a graph the results 
of inhibition reaction of peptidylarginine deiminase 
type IV by Bz-Arg derivative (reaction time = 60 minutes). 
Dwg. 4/4 
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DATE 

20040116 
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NOVELTY - Treatment of a host for rheumatoid 

arthritis involves administration of a composition comprising 

peptidylarginine deiminase (PAD) 

inhibitor. 

ACTIVITY - Antiarthritic; Antirheumatic. 

MECHANISM OF ACTION - Peptidylarginine 
deiminase (PAD) inhibitor. 

USE - For the treatment of a host for 
rheumatoid arthritis (claimed) . 

ADVANTAGE - The method provides inhibition of the isoenzymes of 
PAD, to block the citrullination of proteins pivotal to the initiation 
and progression of rheumatoid arthritis ( 
RA) . 
Dwg. 0/1 
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Peptidylarginine deiminase IV (PAD IV) 

catalyzes the citrullination of Arg residues of proteins, such as 
histones. Suzuki et al . recently reported that haplotypes of the PAD 
IV gene are associated with susceptibility to rheumatoid 
arthritis. To investigate the mechanism of substrate specificity and 
inhibitors of PAD IV, a series of the Arg derivatives were synthesized 
and their reactivity to PAD IV examined. The results suggest that 
both imino and carboxyl groups are important in the molecular 
recognition of PAD IV and that methylation of the guanidino group 
prevents citrullination. In addition, the findings herein 
show that Bz-N(G)-monomethyl-Arg and Bz-N (G) , N (G) -dimethyl -Arg 
specifically inhibit citrullination. 
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Collagen type II (CII) is a relevant joint-specific autoantigen in the 
pathogenesis of rheumatoid arthritis (RA 

) . Whereas the reasons for the breakage of self tolerance to this 
major cartilage component are still enigmatic, T cell responses to 
glycosylated CII determinants in RA patients indicate that 
post-translational modifications play a role. Since the conversion of 
arginine into citrulline by peptidylarginine 
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deiminases (PAD) in some non- j oint-specif ic antigens 

such as filaggrin or fibrin has been shown to give rise to RA-specific 
humoral immune responses, we investigated whether PAD 

modification of cartilage-specific CII might affect its recognition by 
circulating autoantibodies in early RA. In vitro treatment 
with purified PAD led to arginine deimination of native CII or of 
synthetic CII peptides as evidenced by amino acid analysis. The 
citrullination resulted in modified recognition of the immunodominant 
CII epitope CI (III) (amino acid residues 359-369) by murine and human 
antibodies. In a cohort of early RA patients (n=286) , IgG antibodies 
directed toward a synthetic citrullinated CI (III) peptide 
(citCl (III) -P) were detectable with a prevalence of 40.4%. The 
partial autoantibody cross-reactivity between citCl(III)-P and 
citrullinated peptides mimicking epitopes of the cytoskeletal 
autoantigen filaggrin suggests that autoimmunity to cartilage-specific 
modified self might be a critical intermediate bridging recognition of 
PAD-modified extra-articular autoantigens with the disruption of 
tolerance to native cartilage constituents. 
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David; Lundberg Karin; Donatien Phillipe; Moyes David; 

Taylor Peter C; Venables Patrick J 
CORPORATE SOURCE: Kennedy Institute of Rheumatology, Imperial College 

London, Charing Cross Hospital Campus, 1 Aspenlea Road, 

London W6 8LH, UK. 

SOURCE: Arthritis research & therapy, (2005) Vol. 7, No. 6, pp. 

R1421-9. Electronic Publication: 2005-10-19. 

Journal code: 101154438. E-ISSN: 1478-6362. 
PUB. COUNTRY: England: United Kingdom 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200601 

ENTRY DATE: Entered STN: 20051110 

Last Updated on STN: 20060111 

Entered Medline: 20060110 
AB Antibodies against citrullinated proteins are highly specific for 
rheumatoid arthritis (RA) , but little is 

understood about their citrullinated target antigens. We have 
detected a candidate citrullinated protein by immunoblotting lysates 
of monocytic and granulocytic HL-60 cells treated with 
pep tidyl arginine deiminase. In an initial screen of 

serum samples from four patients with RA and one control, a protein of 
molecular mass 47 kDa from monocytic HL-60s reacted with sera from the 
patients, but not with the serum from the control. Only the 
citrullinated form of the protein was recognised. The antigen was 
identified by tandem mass spectrometry as alpha-enolase, and the 
positions of nine citrulline residues in the sequence were determined. 
Serum samples from 52 patients with RA and 4 0 healthy controls were 
tested for presence of antibodies against citrullinated and 
non-citrullinated alpha-enolase by immunoblotting of the purified 
antigens. Twenty- four sera from patients with'RA (46%) reacted with 
citrullinated alpha-enolase, of which seven (13%) also recognised the 
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non-citrullinated protein. Six samples from the controls (15%) 
reacted with both forms. Alpha-enolase was detected in the RA joint, 
where it co-localised with citrullinated proteins. The presence of 
antibody together with expression of antigen within the joint 
implicates citrullinated alpha-enolase as a candidate autoantigen that 
could drive the chronic inflammatory response in RA. 
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Forefront of medicine and medical treatment. 
Rheumatoid arthritis and citrulline antigen. 
YAMAMOTO KAZUHIKO 
YAMADA RYO 

Fac. Medicine, Univ. Tokyo, JPN 
Inst, of Physical and Chemical Res. 

Nippon Naika Gakkai Zasshi (Journal of the Japanese 
Society of Internal Medicine), (2005) vol. 94, no. 5, 
pp. 984-989. Journal Code: F0916A (Fig. 2, Ref. 10) 
CODEN: NNGAAS; ISSN: 0021-5384 
Japan 

Journal; Commentary 
Japanese 
New 

It was clarified that PADI4 is related to RA in 5 genes which encoded 
the enzyme of peptidyl arginine deiminase 

(PADI) . It was confirmed that Japanese largely had two PADI4 gene 
haplotypes, which were divided into a gene with RA sensitivity and a 
gene with RA nonsensibility and that the stability was high on the 
transcriptional product from the gene with RA sensitivity. The PADI 
has the movement which replaces the arginine residue in the protein 
with the citrulline. It is considered that the citrulline by PADI 4 is 
accelerated in RA, and as the result, the change is generated in 
quality and quantity of citrulline of the self peptide, which causes 
the failure of the immunologic tolerance. And, the specificity of 
anti-CCP antibody used widely as a system which measures 
anti-citrulline autoantibody is as high as 80 to 98%, and it is proven 
that the bone and cartilage destruction progresses further in patients 
with anti-CCP antibody positive. It seems to be an important 
autoantibody for diagnosis of RA. 
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SUMMARY LANGUAGE: English 

ENTRY DATE: Entered STN: 20060202 

Last Updated on STN: 20060202 

AB Rheumatoid arthritis (RA) is a 

multifactorial disease due to a combination of genetic and 
environmental factors. Identification of the genetic factors involved 
in the pathogenesis of RA should open up avenues for developing 
radical treatment strategies directed at the cause of the 
disease. The Association de Recherche sur la Polyarthrite (ARP) 
supports research in this field, in which our group has been involved 
since 1993. Thanks to this support, considerable progress has been 
made. Several combinations of susceptibility alleles of various genes 
are probably involved in the development of RA. Although HLA-DRB1 is 
the main RA gene, it accounts for only part of the familial risk for 
RA. HLA-DRB1 alleles are neither necessary nor sufficient to cause 
the development of RA in a given individual. Several genome scans 
conducted in populations from France, Japan, North America and UK have 
confirmed the role of the HLA region and suggested several other 
susceptibility loci. Association studies support a role for several 
genes, including TNFR2, PADI4, SLC22A4, RUNX1, and PTPN22 . However, 
the imperfect matching of cases and controls requires that 
confirmation of these results be obtained. To confirm that a gene 
confers susceptibility to RA, the association must be replicated in 
several independent studies and, more importantly, evidence of genetic 
linkage must be obtained in family studies. The identification of 
genetic factors conferring susceptibility to RA will open up new 
avenues toward radical treatments for RA and may help to 
optimize the diagnostic, prognostic, and pharmacogenetic management of 
today's patients with RA. .COPYRGT. 2005 Elsevier SAS . All rights 
reserved. 
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Methotrexate reduces protein citrullination in vitro: A 
possible explanation for its singular in vivo 
effectiveness in rheumatoid arthritis. 
Menard, Henri A. [Reprint Author] ; Lora, Maximilien; 
Zhou, ZhiJie 

McGill Univ, Montreal, PQ, Canada 

Arthritis & Rheumatism, (SEP 2005) Vol. 52, No. 9, 
Suppl. S, pp. S355. 

Meeting Info.: 69th Annual Scientific Meeting of the 
American-College-of-Rheumatology/40th Annual Scientific 
Meeting of the Association-of-Rheumatology-Health- 
Prof essionals . San Diego, CA, USA. November 12 -17, 
2005. Amer Coll Rheumatol; Assoc Rheumatol Hlth 
Profess . 

CODEN: ARHEAW. ISSN: 0004-3591. 
Conference; (Meeting) 
Conference; (Meeting Poster) 
English 

Entered STN: 14 Dec 2005 

Last Updated on STN: 14 Dec 2005 
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From animal models to human genetics: Research on the 
induction and pathogenicity of autoantibodies. 
Conrad K.; Bachmann M.P.; Matsuura E . ; Shoenfeld Y. 
K. Conrad, Institute for Immunology, Medical Faculty, 
Technical University Dresden, Fetscherstrasse 74, 
D-01307 Dresden, Germany, k_conrad@rcs.urz.tu- 
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Autoimmunity Reviews, (2005) Vol. 4, No. 3, pp. 
178-187. . 
Refs: 1 
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Journal; Conference Article 
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AB 



STN: 20050602 
Last Updated on STN: 20050602 . 
The revolutionary techniques of modern molecular and cellular biology 
enhance almost daily our knowledge of immunity and autoimmunity in men 
and experimental animals. Our fragmentary puzzle of the immune system 
is going to form a fascinating picture of a masterpiece of evolution. 
Although many of these aspects were achieved by analysis of human body 
fluids and tissues, the etiopathogenesis of autoimmune diseases cannot 
readily be analyzed without appropriate animal models. Therefore, the 
7th Dresden Symposium on Autoantibodies has focused on experimental 
autoimmune models. The 295 attendants of the symposium listened to 
and discussed about the pathogenesis and therapy of 
autoimmunity in experimental mouse models, natural and pathogenic 
autoantibodies, molecular mechanisms of xenobiotic-induced 
autoimmunity, the genetic background of autoimmune diseases, novel 
autoantibodies and their pathogenic and/or clinical relevance, 
autoantibodies in systemic and neurological diseases, the occurrence 
and measurement of therapy- induced antibodies and methodical 
aspects as well as novel diagnostic strategies including multiplex 
assays for autoantibody profiling. Those who are interested to read 
the full length articles are referred to the book published in 
parallel to this meeting ([Conrad K, Bachmann MP, Chan EKL, Fritzler 
MJ, Humbel RL, Sack U, Shoenfeld Y, editors. From animal models to 
human genetics: research on the induction and pathogenicity of 
autoantibodies, Report on the 7th Dresden Symposium on Autoantibodies 
held in Dresden on September 1-4, 2004. Germany: Pabst 



Publishers; 2004 . ] ; www. pabst-publishers . de) 
B.V. All rights reserved. 
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2498, F-75006 Paris, France; Univ Paris 05, Fac Pharm, 
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Assistance Publ Hop Paris, Hotel Dieu, Biochim Lab, 
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France 

AMINO ACIDS, (NOV 2005) Vol. 
ISSN: 0939-4451. 
SPRINGER, 233 SPRING STREET, 
General Review; Journal 
English 
199 

Entered STN: 15 Dec 2005 
Last Updated on STN: 15 Dec 2005 
♦ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Citrulline (Cit, C6H13N303), which is a ubiquitous amino acid in 
mammals, is strongly related to arginine. Citrulline metabolism in 
mammals is divided into two fields : free citrulline and citrullinated 
proteins. Free citrulline metabolism involves three key enzymes: NO 
synthase (NOS) and ornithine carbamoyltransf erase (OCT) which produce 
citrulline, and argininosuccinate synthetase (ASS) that converts it 
into argininosuccinate. The tissue distribution of these enzymes 
distinguishes three "orthogonal" metabolic pathways for citrulline. 
Firstly, in the liver, citrulline is locally synthesized by OCT and 
metabolized by ASS for urea production. Secondly, in most of the 
tissues producing NO, citrulline is recycled into arginine via ASS to 
increase arginine availability for NO production. Thirdly, citrulline 
is synthesized in the gut from glutamine (with OCT), released into the 
blood and converted back into arginine in the kidneys (by ASS) ; in 
this pathway, circulating citrulline is in fact a masked form of 
arginine to avoid liver captation. Each of these pathways has related 
pathologies and, even more interestingly, citrulline could potentially 
be used to monitor or treat some of these pathologies. 
Citrulline has long been administered in the treatment of 
inherited urea cycle disorders, and recent studies suggest that 
citrulline may be used to control the production of NO. Recently, 
citrulline was demonstrated as a potentially useful marker of short 
bowel function in a wide range of pathologies. One of the most 
promising research directions deals with the administration of 
citrulline as a more efficient alternative to arginine, especially 
against underlying splanchnic sequestration of amino acids. Protein 
citrullination results from post-translational modification of 
arginine; that occurs mainly in keratinization-related proteins and 
myelins, and insufficiencies in this citrullination occur in some 
auto-immune diseases such as rheumatoid arthritis, psoriasis 
or multiple sclerosis. 
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anti-citrulline peptide antibody assay system and 
development as a biologies reaction predictor. 
SAWADA TETSUJI 

Fac. Medicine, Univ. Tokyo, JPN 

Kansetsu Riumachi Chiryo ni okeru Shinki Seibutsu 
Seizai no Chiryo Hoshin no Sakusei oyobi sono Kensho ni 



Searcher 



Shears 



571-272-2528 



10/759881 



kansuru Kenkyu Heisei 16 Nendo Sokatsu, Buntan Kenkyu 
Hokokusho, (2005) pp. 32-34. Journal Code: N20051319 
(Fig. 3) 

PUB. COUNTRY: Japan 

DOCUMENT TYPE: Journal; Article 

LANGUAGE: Japanese 

STATUS : New 

AB A new anti-citrulline peptide antibody assay system was prepared, and 
the relation between antibody formation and PADI (peptidyl 
arginine deaminases ) gene polymorphism was examined. 

This time, preparation of the assay system using the soluble fraction 
of synovial cells as an antigen was attempted, The anti-citrulline 
peptide antibody activity was detected in the partial articular 
rheumatism (RA) patient's serum by ELISA. For the Western blot using 
the Senshu antibody, many bands of citrulline protein were detected in 
the PADI- treated synovial cell protein. However, the bands 
recognized in the RA patient's serum was only a part of the bands 
among them, and were different depending on patient. 
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SOURCE: Autoimmunity, (2005) Vol. 38, No. 1, pp. 17-24. . 

Refs: 57 
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ENTRY DATE: Entered STN: 20050505 

Last Updated on STN: 20050505 

AB Anti-perinuclear factor and anti-keratin antibodies have long been 
known to be specifically associated with rheumatoid 
arthritis (RA) . They were first demonstrated to 
target various forms of (pro) filaggrin, a protein of stratified 
epithelia. Then, they were found to belong to a single family of 
autoantibodies targeting proteins that bear peptidic epitopes centered 
by a citrullyl residue: the anti-citrullinated protein autoantibodies 
(ACPA) . The main targets of ACPA in the synovial tissue were 
demonstrated to be citrullinated forms of the d- and 
p-chains of fibrin. A chronic conflict between locally produced 
ACPA and deposits of citrullinated fibrin is probably responsible for 
self-maintaining of RA synovial inflammation. Various tests for the 
detection of ACPA have been developed: recent ELISAs confirm their 
high diagnostic specificity and improve their diagnostic sensitivity. 
Since ACPA appear very early in the course of the disease, their 
detection is of major interest to identify RA among recent 
arthritides . Moreover, their prognostic value may lead to start early 
'aggressive 1 treatments to prevent irreversible 
joint damage. .COPYRGT. 2005 Taylor & Francis Ltd. 
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The role of B cells in the pathogenesis of 
rheumatoid arthritis. 
Kotzin B.L. 
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English 
English 

Entered STN: 20050224 
Last Updated on STN: 20050224 
The classical paradigm for rheumatoid arthritis ( 
RA) pathogenesis holds that CD4+ T cells mediate joint damage 
both directly and by driving non-T effector cells to release 
inflammatory cytokines. By contrast, the new paradigm that is 
developing centers on an interaction of CD4 + T cells with B cells. 
Evidence reviewed in this article shows that autoreactive B cells can 
be driven by the T cells to produce IgG autoantibodies that may be 
directly involved in joint damage, and B cells are known to be 
critical in activating CD4 + T cells. As the B cell appears to play an 
important role in the RA process, it is appropriate to consider how B 
cell-mediated effects might be reduced or prevented in 

patients with this disease. As the targeted depletion of B cells with 
a monoclonal antibody such as rituximab appears to be clinically 
effective in RA patients, this approach shows great 
therapeutic potential. 
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The joy of citrulline: new insights into the diagnosis, 
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rheumatoid arthritis. 

Hill Jonathan; Cairns Ewa; Bell David A 
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Novel citrullinated antigenic peptides for diagnosing 
rheumatoid arthritis , binds with high 

affinity to major histocompatibility complex class II 
molecule having shared epitope and evokes T cell 
response in autoimmune disorder patients. 
B04 D16 S03 

BELL, D; CAIRNS, E; HILL, J 

(LONH-N) LONDON HEALTH SCI CENT RES INC 

1 
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20030307 



PRIORITY APPLN. INFO: CA 2003-2421321 20030307 

AN 2004-710426 [70] WPIDS 

AB CA 2421321 A UPAB: 20041101 

NOVELTY - A citrullinated peptide (I) binding with a high or increased 
affinity to a major histocompatibility complex (MHC) class II molecule 
having the shared epitope, where the binding to the shared epitope 
evokes a T cell response in the blood of a patient with an autoimmune 
disorder, is new. 

DETAILED DESCRIPTION - A citrullinated peptide (I) binding with a 
high or increased affinity to a major histocompatibility complex (MHC) 
class II molecule having the shared epitope, where the binding to the 
shared epitope evokes a T cell response in the blood of a patient with 
an autoimmune disorder, and comprises any one of the 37 amino acid 
sequences (S1)-(S37), given in the specification e.g. 
Ser-Ala-Val-Arg-Ala-Cit-Ser-Ser-Val-Pro-Gly-Val-Arg, 

Phe-Gln-Lys-Cit-Leu-Asp-Gly-Ser-Val, Tyr-Ala-Leu-Cit-Val-Glu-Leu-Glu- 
Asp, Val-Glu-Thr-Cit-Asp-Gly-Gln-Val-Ile and their functional analogs. 
INDEPENDENT CLAIMS are also included for the following: 
(1) a pharmaceutical composition comprising (I) and a carrier; 
(2) making (I); 

(3) a test kit for the detection of activated autoreactive T 
cells which are reactive with a citrullinated peptide antigen bound to 
a major histocompatibility complex (MHC) class II shared epitope 
positive cell, comprising (I); 

(4) treating (Ml) a subject suffering from 
rheumatoid arthritis evoked by the binding of a citrullinated 
peptide to MHC class II molecule with the shared epitope leading to T 
cell activation and an inflammatory response, by administering a T 
cell tolerance inducing amount of a composition comprising (I) and a 
carrier; 

(5) a diagnostic method (M2) for autoimmune disorders involving 
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the formation of citrullinated antigen MHC class II with the shared 
epitope cell complexes, involves incubating an isolated sample of 
peripheral blood mononuclear cells from a subject with one or more 
citrullinated peptide antigens, detecting the formation of 
citrullinated antigen MHC class II with the shared epitope cell 
complexes, such detection indicating a likelihood of evoking a T cell 
response leading to an autoimmune disorder in the subject; 

(6) minimizing or preventing the activation of T cells 

by a citrullinated peptide MHC class II having a shared epitope 
complex in a subject, involves administering antibodies targeted to 
the complex to the subject; 

(7) preventing the conversion of arginine to citrulline 
in a potentially antigenic peptide in a subject, involves 
administering an antagonist or inhibitor of pep tidyl arginine 
deiminase to the subject; 

(8) screening method to identify pharmaceutical compounds that 
inhibit binding of a citrullinated peptide to a MHC class II molecule 
having a shared epitope, involves administering to a transgenic DR4-IE 
tg mouse a candidate pharmaceutical compound, and measuring T cell 
activity and/or measuring citrullinated peptide/MHC class II molecule 
with a shared epitope complex formation; and 

(9) inducing (M3) rheumatoid arthritis in an animal to 
provide an animal model for the study of rheumatoid 
arthritis, involves administering to the animal a rheumatoid 
arthritis inducing amount of a composition comprising (I) with a 
carrier. 

ACTIVITY - Antiarthritic; Antirheumatic. 

MECHANISM OF ACTION - Inhibitor of binding of citrullinated 
antigenic peptides to MHC class II molecule. 
No biological data is given. 

USE - (I) is useful for treating a subject with 
rheumatoid arthritis, which involves interfering with the 
binding of (I) to the MHC class II molecule having a shared epitope in 
the subject. (I) is useful for diagnosing rheumatoid 
arthritis, which involves contacting a blood sample from a subject 
with (I) or its functional analogue, and determining whether T cells 
in the sample are activated and/or determining whether a complex is 
formed between (I) and the MHC class II molecule having a shared 
epitope. (I) is useful for diagnosing rheumatoid arthritis, 
or susceptibility to rheumatoid arthritis in a subject, 
which involves determining if T cells of the subject recognize (I) 
bound to a MHC class II molecule having a shared epitope on an antigen 
presenting cell of the subject, where recognition by the T cells 
indicates that the subject has, or is susceptible to, 
rheumatoid arthritis. (I) is also useful in a diagnostic 
method for the detection of autoreactive T cells which are reactive 
with a citrullinated peptide antigen bound to an MHC class II molecule 
having a shared epitope, which involves incubating an isolated sample 
of peripheral blood mononuclear cells from a subject with (I), and 
detecting the response of CD4+T cells, indicating the presence of 
activated autoreactive T cells in the subject. The activated T cells 
indicate that the subject has, or is susceptible to an autoimmune 
disorder. (Ml) is useful for treating rheumatoid 

arthritis. (M2) is useful for diagnosing autoimmune disorder such as 
rheumatoid arthritis. (I) and (M3) is useful for inducing 
rheumatoid arthritis in an animal to provide an animal model. 
(All claimed.) 

DESCRIPTION OF DRAWING (S) - The figure is a graph showing T cell 
immune response in DR4-1E tg mice to peptides containing arginine, 
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citrulline or aspartic acid at the position that interacts with the P4 
pocket formed by the shared epitope. 
Dwg. 1/3 
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Peptidylarginine deiminase 4 (PAD4) is a 

Ca (2+) -dependent enzyme that catalyzes the conversion of protein 
arginine residues to citrulline. Its gene is a susceptibility locus 
for rheumatoid arthritis. Here we present the crystal 
structure of Ca(2+)-free wild-type PAD4, which shows that the 
polypeptide chain adopts an elongated fold in which the N-terminal 
domain forms two immunoglobulin-like subdomains, and the C-terminal 
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domain forms an alpha/beta propeller structure. Five Ca (2+) -binding 
sites , none of which adopt an EF-hand motif , were identified in the 
structure of a Ca (2+) -bound inactive mutant with and without bound 
substrate. These structural data indicate that Ca{2+) binding induces 
conformational changes that generate the active site cleft. Our 
findings identify a novel mechanism for enzyme activation by Ca(2+) 
ions, and are important for understanding the mechanism of protein 
citrullination and for developing PAD-inhibiting drugs for the 
treatment of rheumatoid arthritis. 
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AB Rheumatoid arthritis (RA) is the most 

frequent human autoimmune disease, affecting about 1% of the adult 
population worldwide. A better knowledge of the autoimmune mechanisms 
involved is essential. We identified the epithelial targets of 
various autoantibodies specifically associated to RA, as variants of 
(pro) filaggrin. We also showed that these targets correspond to 
deiminated ("citrullinated") proteins, of which arginyl residues have 
been posttranslationally transformed into citrullyl residues by a 
peptidylarginine deiminase (PAD) • 

Moreover, we and others established that citrullyl residues are 
indispensable elements of the epitopes recognized by these 
autoantibodies but only in the context of specific aminoacid 
sequences. We also demonstrated that these autoantibodies to 
citrullinated proteins (ACPA) are secreted by plasma cells of the 
synovial tissue and that their major targets correspond to 
citrullinated forms of the alpha- and beta-chains of fibrin, abundant 
in the tissue. These results have allowed the development of new 
efficient immunochemical methods for the detection of ACPA. Some of 
them are already commercially available. These new methods have 
permitted the high diagnostic value of ACPA which are present very 
early in the course of the disease, and also their prognostic value, 
to be confirmed. ACPA detection should therefore prove to be also a 
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very valuable tool to guide the choice of therapeutic 

strategies, from the earliest stages of the disease. The synthesis of 
ACPA in the rheumatoid synovial tissue and the existence 
therein of a specific antigenic target constitute a strong argument 
for the involvement of this specific immunological conflict in the 
pathophysiology of RA. Indeed, it could lead to activation of 
effector mechanisms with pro-inflammatory effects, thus to formation 
in the tissue of new fibrin deposits, secondarily citrullinated. We 
therefore, propose a new pathophysiological model accounting for the 
self-maintenance and chronicity of rheumatoid inflammation. 
Numerous questions about the pathophysiological significance of the 
autoimmune response to deiminated proteins in RA remain to be answered 
to confirm this model. 
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AB Autoreactivity is controlled at various steps by numerous mechanisms 
and is a key to understanding and treating autoimmune 

disease. Recently, an antibody against deiminated fibrinogen (DI-FBG) 
was detected in patients with rheumatoid arthritis 
(RA) with high specificity and sensitivity. DI-FBG 
converted enzymically by peptidyl arginine 

deiminase/ was also detected in synovial membrane. In the 
present study, we investigated whether antibody to DI-FBG is produced 
in mice immunized with DI-FBG. Mice were immunized with DI-FBG in the 
presence or absence of adjuvant. Production of the specific antibody 
was only induced with adjuvant. The resulting antibody was specific 
for DI-FBG and did not react with intact/native fibrinogen. 
Furthermore, it recognized deiminated human fibrinogen and cyclic 
citrullinated peptide (CCP) . These results suggested that mouse 
fibrinogen acquires antigenicity in mice through deimination and 
therefore, autoantibody such as that detected in RA patients 
specifically may be induced. 
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Rheumatoid arthritis (RA) is a common, 

systemic autoimmune disease of which the exact etiology is not known. 
In the past 10 years, substantial progress has been made in the 
identification of the antigens specifically recognized by the 
autoantibodies of RA patients. A central factor in this respect is 
citrullination, a form of post-translational modification that is 
strongly associated with autoimmunity in RA. Here, we summarize and 
discuss our current knowledge on (i) autoantibody systems in RA, (ii) 
the occurrence of peptidylarginine deiminases and 

(iii) citrullinated proteins in natural and diseased environments, and 

(iv) genetic factors involved in RA that may influence the generation 
and presentation of citrullinated proteins and the resulting antibody 
production against these modified proteins. Citrullination of 
proteins may play a key role in the initiation and/or the progression 
of RA. The onset of citrulline-specif ic autoimmunity in RA is 
probably mediated by both environmental and genetic factors, and 
future studies will learn whether therapeutic intervention 

at the level of citrullination may provide new possibilities to 
treat RA. 
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Early diagnosis of rheumatoid arthritis ( 
RA) is important since aggressive therapy should 

begin at an early stage. Diagnosis is made on a clinical basis, 
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supported by the determination of rheumatoid factor (RF) . 
However, RF is also positive in healthy subjects, as well as in other 
autoimmune and infectious diseases. Two other diagnostic markers with 
a high specificity for RA, antiperinuclear factor (APF) and 
antikeratin antibodies (AKA) , are not in general use because of 
technical difficulties. APF and AKA are antif ilaggrin antibodies 

(AFA) that bind to determinants rich in the unusual amino acid 
citrulline, generated by posttranscriptional modification of arginine 
residues by the enzyme pep tidyl arginine deiminase 

(PAD) . Enzymatic determination of recombinant filaggrin 
fragments produces linear peptides, which are recognized by 
RA-specific autoantibodies. After substitution of serine by cysteine, 
a cyclic peptide is formed. The conformational change mimics the 
original structure of the filaggrin and enhances the affinity of the 
antibodies. Recently, an anti-cyclic citrullinated peptide (anti-CCP) 
ELISA was developed. The sensitivity of this test is usually 51%-68%, 
with a specificity of about 96%-98% (significantly higher than that of 
RF) . Together with RF, anti-CCP increases the ability to diagnose 
patients with early RA. The test might help to predict which patients 
will develop persistent disease with evidence of radiologic lesions. 
Implementation of the highly specific anti-CCP test in conjunction 
with RF would enable reliable early diagnosis in some cases and allow 
the initiation of aggressive therapy with disease modifying 
anti-rheumatic drugs (DMARDs) . 
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AB Early diagnosis of rheumatoid arthritis ( 

RA) is important since aggressive therapy should 

begin at an early stage. Diagnosis is made on a clinical basis, 

supported by the determination of rheumatoid factor (RF) . 

However, RF is also positive in healthy subjects, as well as in other 

autoimmune and infectious diseases. Two other diagnostic markers with 

a high specificity for RA, antiperinuclear factor (APF) and 

antikeratin antibodies (AKA) , are not in general use because of 

technical difficulties. APF and AKA are antif ilaggrin antibodies 

(AFA) that bind to determinants rich in the unusual amino acid 

citrulline, generated by posttranscriptional modification of arginine 

residues by the enzyme peptidylarginine deiminase 
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(PAD) . Enzymatic deimination of recombinant filaggrin 
fragments produces linear peptides , which are recognized by 
RA-specific autoantibodies. After substitution of serine by cysteine, 
a cyclic peptide is formed. The conformational change mimics the 
original structure of the filaggrin and enhances the affinity of the 
antibodies. Recently, an anti-cyclic citrullinated peptide (anti-CCP) 
ELISA was developed. The sensitivity of this test is usually 51%-68%, 
with a specificity of about 96%-98% (significantly higher than that of 
RF) . Together with RF, anti-CCP increases the ability to diagnose 
patients with early RA. The test might help to predict which patients 
will develop persistent disease with evidence of radiologic lesions. 
Implementation of the highly specific anti-CCP test in conjunction 
with RF would enable reliable early diagnosis in some cases and allow 
the initiation of aggressive therapy with disease modifying 
anti-rheumatic drugs (DMARDs) . 
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2001-114394 [13] WPIDS 
FR 2795735 A UPAB: 20010307 
NOVELTY - Citrulline (Cit) containing polypeptide (I) derived from all 
or part of the alpha - or beta -chains of fibrin (from a vertebrate) 
by substitution of at least one arginine residue by Cit, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) antigenic composition for detecting autoantibodies (AAb) 
specific for rheumatoid polyarthritis (RP) , comprising at 

least one (I), optionally labeled and/or conjugated to a carrier 
protein; 

(2) method for detecting AAb; 

(3) kit for detecting AAb; and 

(4) pharmaceutical composition containing at least one (I) as 
active ingredient. 

ACTIVITY - Anti-arthritic; anti-inflammatory. 
No biological data is given. 

MECHANISM OF ACTION - Neutralization of an autoimmune response, 
especially inhibition of fixation of humoral/cellular effectors of the 
response. The antigen responsible for the autoimmune response in 
rheumatoid polyarthritis has been identified as 
citrulline-containing derivatives of fibrin chains. 

USE - (I) are used for in vitro diagnosis of rheumatoid 
polyarthritis (RP) , by detecting disease-specific autoantibodies, and 
therapeutically for neutralizing the RP-associated autoimmune 
response. 

ADVANTAGE - (I) can detect autoantibodies associated with 
rheumatoid polyarthritis in serum with high sensitivity. 
Dwg. 0/3 
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NOVELTY - (A) A novel peptide comprises a sequence of less than 50 
amino acids of any variant of natural filaggrin or any variant of 
intermediate filament proteins is new. 

DETAILED DESCRIPTION - (A) A novel peptide comprises a sequence 
of less than 50 amino acids of any variant of natural filaggrin or any 
variant of intermediate filament proteins, comprising at least one 
citrulline residue, and where the presence of the citrulline is 
crucial for reacting with antibodies that are present in sera from 
patients with rheumatoid arthritis (RA) . 
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INDEPENDENT CLAIMS are also included for the following: 

(1) an antibody specifically reactive with the citrulline 
residues of a peptide form as in (A) or specifically reactive with the 
citrulline residues of intermediate filament proteins, and with the 
antibody being preferably a monoclonal antibody (MAb) ; 

(2) anti-idiotype antibody raised upon immunization with an 
antibody as in (1), with the anti-idiotype antibody being specifically 
reactive with an antibody as in (1), to mimic the peptide that 
contains citrulline as in (A) , and with the antibody being preferably 
an MAb; 

(3) an immunotoxin molecule comprising and/or consisting of cell 
recognition molecule being a peptide as in (A) , or an antibody as in 
(1), to mimic the peptide that contains citrulline as in (A) , and with 
the antibody being preferably a MAb; 

(4) use of intermediate filament protein, preferably vimentin or 
cytokeratin 1 or cytokeratin 9, or antibodies raised upon immunization 
with intermediate filament proteins or a composition for the 
preparation of a therapeutic or of a diagnostic for RA; 

(5) a diagnostic kit for use in detecting auto-immune diseases 
such as RA, systemic lupus erythematosus, discoid lupus erythematosus, 
scleroderma, dermatomyositis and Sjogren's syndrome, the kit 
comprising at least one peptide as in (A), or an antibody as in (1), 
or an intermediate filament protein, with the peptide, antibody or 
protein being optionally bound to a solid filament. 

USE - The peptides constitute immunogenic determinants of 
antibodies present in patients with RA. The peptides, antibodies, 
immunotoxins and intermediate filament proteins can be used for the 
preparation of a therapeutic or of a diagnostic for RA 
(claimed) . The peptides can also be used for identifying compounds 
which modulate the interaction between an autoantigen and a RA 
specific autoantibody. The products can also be used for the diagnosis 
and treatment of other autoimmune diseases e.g. systemic 
lupus erythematosus, discoid lupus erythematosus, scleroderma, 
dermatomyositis, or Sjogrens syndrome. 
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ENTRY MONTH: 199901 



Searcher : Shears 571-272-2528 



10/759881 



ENTRY DATE: Entered STN: 19990202 

Last Updated on STN: 19990202 
Entered Medline: 19990121 

AB Antifilaggrin autoantibodies (AFA) are a population of IgG 
autoantibodies associated to rheumatoid arthritis 
(RA) , which includes the so-called "antikeratin" Abs and 
antiperinuclear factor. AFA are the most specific serological markers 
of RA. We previously showed that they recognize human epidermal 
filaggrin and other prof ilaggrin-related proteins of various 
epithelial tissues. Here, we report further characterization of the 
protein Ags and epitopes targeted by AFA. All the Ags that exhibit 
numerous neutral/ acidic isoelectric variants were immuno chemically 
demonstrated to be deiminated proteins. In vitro deimination of a 
recombinant human filaggrin by a pep tidylargi nine 
deiminase generated AFA epitopes on the protein. Moreover, 
two of three f ilaggrin-derived synthetic peptides with a citrulline in 
the central position were specifically and widely recognized by AFA 
affinity-purified from a series of RA sera. These results indicate 
that citrulline residues are constitutive of the AFA epitopes, but 
only in the context of specific amino acid sequences of filaggrin. In 
competition experiments, the two peptides abolished the AFA reactivity 
of RA sera, showing that they present major AFA epitopes. These data 
should help in the identification of a putative deiminated 
AFA-inducing or cross-reactive articular autoantigen and provide new 
insights into the pathogenesis of RA. They could also open the way 
toward specific immunosuppressive and/or preventive 
therapy of RA. 

FILE 'HOME' ENTERED AT 10:55:24 ON 21 MAR 2006 



Searcher : Shears 571-272-2528 



10/759881 



=> d que stat 12; d his ful 
LI STR 

7 2 16 

c c o 

6 C C^vc^NH^CH^C-^O^vCH2-"CH3 
\ J 3 J 9 10 11 12 13 14 

5 4 0 
15 



NODE ATTRIBUTES: 
DEFAULT ML EVE L IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 15 

STEREO ATTRIBUTES: NONE 

L2 3916 SEA FILE=REGISTRY SSS FUL LI 

100.0% PROCESSED 69409 ITERATIONS 3916 ANSWERS 

SEARCH TIME: 00.00.03 



(FILE 1 REGISTRY 1 ENTERED AT 10:26:04 ON 21 MAR 2006) 
DEL HIS Y 
ACT GARCIA759/A 



LI STR 

L2 3916 SEA SSS FUL LI 



FILE 1 REGISTRY 1 ENTERED AT 10:26:29 ON 21 MAR 2006 
D QUE STAT 



FILE 'CAPLUS' ENTERED AT 10:26:33 ON 21 MAR 2006 
L3 2708 SEA ABB=ON PLU=ON L2 

L*** DEL 61 S L3 AND ( RA ( S ) ARTHRITIS OR RHEUMATOID? OR ANTIARTHRIT? OR 

L4 69 SEA ABB=ON PLU=ON L3 AND (RA(S) ARTHRITIS OR RHEUMATOID? 

OR ANTIARTHRIT? OR ANTIRHEUMAT? ) 
L5 53 SEA ABB=ON PLU=ON L4 AND (TREAT? OR THERAP? OR PREVENT?) 

L6 19 SEA ABB=ON PLU=ON L5 NOT (PY=>2004 OR PD=>20040116) 

DEL SEL Y 
SEL L6 1-19 RN 
DEL SEL Y 

SEL HIT L6 1-19 RN 
D 1-19 . BEVSTR 



FILE 1 REGISTRY 1 ENTERED AT 10:29:31 ON 21 MAR 2006 
L7 72 SEA ABB=ON PLU=ON ( 142165-64-8/BI OR 142165-65-9/BI OR 

142166-12-9/BI OR 142166-10-7/BI OR 142166-32-3/BI OR 
142166-34-5/BI OR 67749-32-0/BI OR 124 656-59-3/BI OR 
126632-37-9/BI OR 126632-47-1/BI OR 13726-52-8/BI OR 
142165-66-0/BI OR 144055-63-0/BI OR 146464-94-0/BI OR 
151385-47-6/BI OR 151385-51-2/BI OR 153304-23-5/BI OR 
153304-25-7/BI OR 153304-32-6/BI OR 153304-4 1-7/BI OR 
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153304-47-3/BI OR 153304 

153304-62-2/BI OR 153304 

153802-68-7/BI OR 156578 

171905-67-2/BI OR 186810 

199674-74-3/BI OR 215105 

232274- 27-0/BI OR 232274 

232275- 24-0/BI OR 232275 

232276- 72-1/BI OR 241498 
402567-08-2/BI OR 402567 
402567-14-0/BI OR 402567 
402567-20-8/BI OR 402567 
402567-28-6/BI OR 402567 
402567-45-7/BI OR 402567 
402567-49-1/BI OR 402567 
409127-28-2/BI OR 409127 
67749-35-3/BI OR 73444-8 

73444- 87-8/BI OR 73444-8 

73445- 10-0/BI) 
D QUE 

D 1-72 REG 

D 1,3,22,23,25,27,31,32, 



-48-4/BI OR 153304 

-63-3/BI OR 153802 

-93-7/BI OR 162368 

-07-1/BI OR 199674 

-57-0/BI OR 232274 

-28-1/BI OR- 232274 

26-2/BI OR 232276 

-60-2/BI OR 402567 

-10-6/BI OR 402567 

-17-3/BI OR 402567 

23-1/BI OR 402567 

-29-7/BI OR 402567 

-46-8/BI OR 402567 

-50-4/BI OR 402567 

-29-3/BI OR 67749- 
0-1/BI OR 73444-85 
8-9/BI OR 73444-92 



-51-9/BI OR 
-63-2/BI OR 
-25-4/BI OR 
64-1/BI OR 
-09-8/BI OR 
-31-6/BI OR 
i-71-0/BI OR 
05-9/BI OR 
12-8/BI OR 
19-5/BI OR 
26-4/BI OR 
-40-2/BI OR 
-48-0/BI OR 
-53-7/BI OR 
34-2/BI OR 
-6/BI OR 
-5/BI OR 



34-38,40,49-53,57,60, 62, 63,64,69,72 



FILE 1 CAOLD 1 ENTERED AT 10:31:40 ON 21 MAR 2006 
L8 4 SEA ABB=ON PLU=ON L7 

D 1-4 



FILE 1 US PAT FULL 1 ENTERED AT 10:31:55 ON 21 MAR 2006 
L9 51 SEA ABB=ON PLU=ON L7 

L10 24 SEA ABB=ON PLU=ON L9 AND (RA(S) ARTHRITIS OR RHEUMATOID? 

OR ANTIARTHRIT? OR ANT I RHEUMAT ? ) 
Lll 24 SEA ABB=ON PLU=ON L10 AND (TREAT? OR THERAP? OR PREVENT?) 



L12 



19 SEA ABB=ON PLU=ON Lll NOT (PY=>2004 OR PD=>20040116) 
D 1-19 IBIB ABS 



FILE 'MEDLINE, BIOSIS, EMBASE f ENTERED AT 10:32:53 ON 21 MAR 2006 
L13 0 SEA ABB=ON PLU=ON L7 



FILE 1 REGISTRY 1 ENTERED AT 10:34:00 ON 21 MAR 2006 
E PEPTIDYLARGININE DEIMINASE/CN 5 
L17 20 SEA ABB=ON PLU=ON PEPTIDYLARGININE DEIMINASE ?/CN 

FILE 'CAPLUS' ENTERED AT 10:48:51 ON 21 MAR 2006 
L18 266 SEA ABB=ON PLU=ON L17 OR ( PEPTID ! LARGININE OR (PROTEIN 

OR PEPTID ! L) (W) (ARGININE OR ARG) ) (W) DEIMINASE OR PAD (W) (PEP 
TID? (1W) DEIMINASE) 

S LI 8 AND (RA(S) ARTHRITIS OR RHEUMATOID? OR ANTIARTHRIT? OR 
(TREAT? OR THERAP? OR PREVENT? OR PROPHYLAX? OR P 
(PY=>2004 OR PD=>20040116) 



L*** DEL 
L*** DEL 
L*** DEL 
L*** DEL 



L*** DEL 
L19 

L20 



72 
20 
3 
3 



S L19 AND 
S L20 NOT 
S L21 NOT L6 
D QUE L21 
D L22 1-3 



, BEVSTR 
1 S L20 AND MARICIC ?/AU 
D KWIC 

266 SEA ABB=ON PLU=ON L17 OR ( PEPTID ! LARGININE OR (PROTEIN 

OR PEPTIDIL) (W) (ARGININE OR ARG)) (W) DEIMINASE OR PAD(S) (PEP 
TID? (1W) DEIMINASE) 
72 SEA ABB=ON PLU=ON L19 AND (RA ( S ) ARTHRITIS OR RHEUMATOID? 
OR ANTIARTHRIT? OR ANTI RHEUMAT? ) 
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L21 20 SEA ABB=ON PLU=ON L20 AND (TREAT? OR THERAP? OR PREVENT? 

OR PROPHYLAX? OR PROPHYLACT?) 
L*** DEL 1 S L21 AND MARICIC ?/AU 

D KWIC 

L22 3 SEA ABB=ON PLU=ON L21 NOT (PY=>2004 OR PD=>20040116) 

L23 3 SEA ABB=ON PLU=ON L22 NOT L6 

D QUE L22 

D L23 1-3 . BEVSTR 



FILE 'MEDLINE, BIOSIS, EMBASE, WPIDS, CONFSCI, SCISEARCH, 
JICST-EPLUS, JAPIO' ENTERED AT 10:54:12 ON 21 MAR 2006 
L24 48 SEA ABB=ON PLU=ON L21 

L25 28 DUP REM L24 (20 DUPLICATES REMOVED) 

D 1-28 IBIB ABS 



FILE 'HOME' ENTERED AT 10:55:24 ON 21 MAR 2006 
D QUE STAT L2 



FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 20 MAR 2006 HIGHEST RN 877371-73-8 
DICTIONARY FILE UPDATES: 20 MAR 2006 HIGHEST RN 877371-73-8 

New CAS Information Use Policies , enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

*************************************** 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 



Structure search iteration limits have been increased. See HELP SLIMI 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 



FILE CAPLUS 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
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American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storin 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 



FILE COVERS 1907 - 21 Mar 2006 VOL 144 ISS 13 
FILE LAST UPDATED: 20 Mar 2006 (20060320/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply 
They are available for your review at: 

http: //www. cas . org/inf ©policy . html 

FILE CAOLD 

FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats . 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

FILE US PAT FULL 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 21 Mar 2006 (20060321/PD) 

FILE LAST UPDATED: 21 Mar 2006 (20060321/ED) 

HIGHEST GRANTED PATENT NUMBER: US7017190 

HIGHEST APPLICATION PUBLICATION NUMBER: US2006059596 

CA INDEXING IS CURRENT THROUGH 21 Mar 2006 (20060321/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 21 Mar 2006 (20060321/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Feb 2006 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Feb 2006 



FILE MEDLINE 

FILE LAST UPDATED: 18 MAR 2006 (20060318/UP) . FILE COVERS 1950 TO DA 

On December 11, 2005, the 2006 MeSH terms were loaded. 

The MEDLINE reload for 2006 is now (26 Feb.) available. For details 
on the 2006 reload, enter HELP RLOAD at an arrow prompt (=>) . 
See also: 

http : //www. nlm. nih . gov/mesh/ 

http://www.nlm.nih.gov/pubs/techbull/nd04/nd04__mesh.html 

http : //www. nlm. nih . gov/pubs/techbull/nd05/nd05_med_data__changes . ht 

http : //www. nlm. nih . gov/pubs/techbull/nd05/nd05_2006_MeSH . html 

OLDMEDLINE is covered back to 1950. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2006 vocabulary. 
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This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE BIOSIS . 

FILE COVERS 1969 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1969 TO DATE. 

RECORDS LAST ADDED: 15 March 2006 (20060315/ED) 



FILE EMBASE 

FILE COVERS 1974 TO 20 Mar 2006 ( 20060320/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

EMBASE is now updated daily. SDI frequency remains weekly (default) 
and biweekly. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE MARPAT 

FILE CONTENT: 1961-PRESENT VOL 144 ISS 12 (20060317/ED) 

SOME MARPAT RECORDS ARE DERIVED FROM INPI DATA FOR 1961-1987 

MOST RECENT CITATIONS FOR PATENTS FROM MAJOR ISSUING AGENCIES 
(COVERAGE TO THESE DATES IS NOT COMPLETE) : 



US 


2006035965 


16 


FEB 


2006 


DE 


102004030305 


12 


JAN 


2006 


EP 


1614691 


11 


JAN 


2006 


JP 


2006008639 


12 


JAN 


2006 


WO 


2006012333 


02 


FEB 


2006 


GB 


2415429 


28 


DEC 


2005 


FR 


2873371 


27 


JAN 


2006 


RU 


2267521 


10 


JAN 


2006 


CA 


2472818 


30 


DEC 


2005 



Expanded G-group definition display now available. 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 



FILE WPIDS 

FILE LAST UPDATED: 15 MAR 2006 <20060315/UP> 
MOST RECENT DERWENT UPDATE: 200618 <200618/DW> 

DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 

»> FOR A COPY OF THE DERWENT WORLD PATENTS INDEX STN USER GUIDE, 
PLEASE VISIT: 

http: //www. stn-international.de/training__center/patents/stn_guide.pdf 



»> FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, SEE 

http: //scientific. thomson. com/support/patents/ coverage/latestupdates/ 
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»> FOR INFORMATION ON ALL DERWENT WORLD PATENTS INDEX USER 

GUIDES, PLEASE VISIT: 
http: //scientific. thomson. com/ support/products/dwpi/ 

»> FAST-ALERTING ACCESS TO NEWLY- PUBLISHED PATENT 

DOCUMENTATION NOW AVAILABLE IN DERWENT WORLD PATENTS INDEX 

FIRST VIEW - FILE WPIFV. 

FOR FURTHER DETAILS: 
http: //scientific. thomson. com/support/products /dwpifv/ 

»> THE CPI AND EPI MANUAL CODES WILL BE REVISED FROM UPDATE 200601. 
PLEASE CHECK: 

http: //scientific. thomson. com/support/patents/dwpiref /ref tools/classif 

»> PLEASE BE AWARE OF THE NEW IPC REFORM IN 2006, SEE 

http : //www. stn-international . de/s tndatabases /details /ipc_ref orm. html 

h t tp : / / s cienti f i c . thorns on . com/ media / s cpdf / ipcrdwpi . pdf «< 

FILE CONFSCI 

FILE COVERS 1973 TO 25 May 2005 (20050525/ED) 
CSA has suspended updates until further notice. 
FILE SCISEARCH 

FILE COVERS 1974 TO 16 Mar 2006 (20060316/ED) 

SCISEARCH has been reloaded, see HELP RLOAD for details. 

FILE JICST-EPLUS 

FILE COVERS 1985 TO 20 MAR 2006 (20060320/ED) 

THE JICST-EPLUS FILE HAS BEEN RELOADED TO REFLECT THE 1999 CONTROLLED 
TERM (/CT) THESAURUS RELOAD. 

FILE JAP IO 

FILE LAST UPDATED: 21 MAR 2006 <20060321/UP> 
FILE COVERS APR 1973 TO NOVEMBER 24, 2005 

»> GRAPHIC IMAGES AVAILABLE «< 

»> NEW IPC8 DATA AND FUNCTIONALITY NOT YET AVAILABLE IN THIS FILE. 

USE IPC7 FORMAT FOR SEARCHING THE IPC. WATCH THIS SPACE FOR FURTHE 
DEVELOPMENTS AND SEE OUR NEWS SECTION FOR FURTHER INFORMATION 
ABOUT THE IPC REFORM «< 

FILE HOME 



Searcher : Shears 571-272-2528 



